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Complete listing of claims : 

1 . (Withdrawn) A pharmaceutical composition comprising a corticotropin releasing factor 
antagonist and a growth hormone secretagogue or growth hormone. 

2. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula 




or a pharmaceutically acceptable acid addition salt thereof, wherein A is NR1R2, CR1R2R11, or 
C(=CRiRi2)R2, NHCR1R2R11, OCR1R2R11, SCR1R2R11, NHNR1R2, CR2R11NHR1, CR2R11OR1, 
CR2R11SR1 orC(0)R2; 

Ri is hydrogen, or CrCe alkyl which may be substituted by one or two substituents Re independently 
selected from the group consisting of hydroxy, fluoro, chloro, bromo, iodo, Ci-Ce alkoxy, 0-C(0)-(Ci- 
Ce alkyi), 0-C(0)-N(Ci-C4 alkyl)(Ci-C2 alkyi); amino, NH(CrC4 alkyl), S(Ci-C6 alkyl), 0C(0)NH(Ci-C4 
alkyl). N(CrC2 alkyl)C(0)(Ci-C4 alkyi), NHC(0)(CrC4 alkyl), COOH, C0(CrC4 alkyl), C(0)NH(CrC4 
alkyl), C(0)N(CrC4 alkyl)(Ci-C2 alkyl), SH, CN. NO2, S0(Ci-C4 alkyl); S02(Ci-C4alkyl). S02NH(CrC4 
alkyl), S02N(Ci-C4 alkyl)(Ci-C2 alkyl), and said Ci-Ce alkyl may have one or two double or triple 
bonds; 

R2 is C1-C12 alkyl, aryl or (Ci- Cioalkylene)aryl wherein said aryl is phenyl, naphthyl. thienyl, 
benzothienyl, pyridyl, quinolyl, pyrazinolyl, pyrimidyl, imidazolyl, furanyl, benzofuranyl, benzothiazolyl, 
isothiazolyl, benzisothiazolyl, thiazolyl, isoxazolyl, benzisoxazolyl, benzimidazolyl, triazolyl, pyrazolyl, 
pyrrolyl, indolyl, azaindolyl, oxazolyl. or benzoxazolyl; 3- to 8-membered cycloalkyi or (Ci-Ce alkylene) 
cycloalkyi, wherein said cycloalkyi may have one or two of O, S or N-Z, wherein Z is hydrogen, 
substituted , independently, for one or two carbons of said cycloalkyi, C1-C4 alkyl. benzyl or C1-C4 
alkanoyi, wherein R^ may be substituted independently by from one to three of chloro, fluoro, or C1-C4 
alkyl, or one of hydroxy, bromo, iodo, d-Ce alkoxy, 0C(0)(Ci-C6 alkyl). 0-C-N(CrC4 alkyl)(Ci-C2 
alkyl), S(CrCe alkyl), NH2, NH(Ci-C2 alkyl), N(Ci-C4 alkyl) C(0)(CrC4 alkyl), NHC(0)(Ci-C4 alkyl), 
COOH, C(0)0(Ci-C4 alkyl), C(0)NH(CrC4 alkyl). C(0)N(Ci-C4 alkyl)(Ci-C2 alkyl), SH, CN. NO2. 
S0(Ci-C4 alkyl), S02(Ci-C4 alkyl), S02NH(Ci-C4 alkyl). S02N(Ci-C4 alkyl)(Ci-C2alkyi), and wherein 
said C1-C12 alkyl or d- Cioalkylene may have one to three double or triple bonds; or 
NR1R2 or CR1R2R11 may form a 4- to 8-membered ring optionally having one or two double bonds or 
one or two of O. S or N-Z wherein Z is hydrogen, C1-C4 alkyl, benzyl, or C1-C4 alkanoyi; 
R3 is hydrogen. Ci-Ce alkyl, fluoro, chloro, bromo, iodo, hydroxy, amino. 0(Ci-C6 alkyl), NH(Ci-C6 
alkyl), N(Ci-C4 alkyl)(Ci-C2 alkyl), SH. S(Ci-C4 alkyl). S0(Ci-C4 alkyl), or S02(Ci-C4 alkyl), wherein 
said C1-C4 alkyl and Ci-Ce alkyl may have one or two double or triple bonds and may be substituted 
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by from 1 to 3 R, substituents independently selected from the group consisting of hydroxy, amino, Ci- 
C3 alkoxy. dimethylamino, diethylamino, methylamino, ethylamino, NHC(0)CH3. fluoro, chloro or Ci- 
C3 thioalkyi; 

R4 is hydrogen, CrCe alkyi, fluoro, chloro, bromo, iodo, d-Ce alkoxy, amino, NH(CrC6 alkyi), N(CrC6 
alkyl) (CrC2 alkyi), S0n(Ci-C6 alkyi), wherein n is 0, 1 or 2, cyano, hydroxy, carboxy, or amido, 
wherein said Ci-Ce alkyls may be substituted by one to three of hydroxy, amino, carboxy, amido, 
NHC(0)(CrC4 alkyl), NH(CrC4alkyl), N(Ci-C4 alkyl)(Ci-C2 alkyl), C(0)0(CrC4 alkyl). C1-C3 alkoxy. 
C1-C3 thioalkyi, fluoro, bromo, chloro, iodo, cyano or nitro; 

R5 is phenyl, naphthyl, thienyl, benzothienyi, pyridyl, quinolyl, pyrazinolyl, pyrimidyl, imidazolyl, furanyl, 
benzofuranyl. benzothiazolyl, isothiazolyl. benzoisothiazolyl, thiazolyl, isoxazolyl, benzisoxazolyl, 
benzimidazolyl. triazolyl. pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl benzoxazolyl. oxazolyl, pyrrolidinyl, 
thiazolidinyl, piperazinyl, piperidinyl, or tetrazoiyi, wherein each one of the above groups may be 
substituted independently by from one to three of fluoro, chloro. bromo, formyl, Ci-Ce alkyl, d-Ce 
alkoxy or trifluoromethyl, or one of hydroxy, iodo, cyano, nitro, amino, cyclopropyl, NH(Ci-C4 alkyl), 
N(Ci-C4 aIkyl)(Ci-C2 alkyl), C00(Ci-C4 alkyl), C0(Ci-C4 alkyl), S02NH(CrC4 alkyl), S02N(Ci-C4 
alkyl)(CrC2 alkyl). SO2NH2, NHS02(Ci-C4 alkyl), S(Ci-C6 alkyl), S02(CrC6 alkyl), wherein said C1-C4 
alkyl and CrCe alkyl may have one double or triple bond and may be substituted by one or two of 
fluoro, chloro, hydroxy, amino, methylamino, dimethylamino or acetyl; with the proviso that R5 is not 
unsubstituted phenyl; 

Riiis hydrogen, hydroxy, fluoro, chloro, C00(Ci-C2 alkyl), cyano, or C0(Ci-C2 alkyl); and 
R12 is hydrogen or CrC4 alkyl; with the provisos that: 

(a) A is not straight chain C1-C12 alkyl; 

(b) when R3 is hydrogen, A is benzyl or phenethyl, and R4 is fluoro, chloro, 
bromo or iodo, then R5 is not 5'-deoxy-ribofuranosyl or 5 -amino-5'-deoxy-ribofuranosyl; and 

(c) when R^ is phenyl, said phenyl is substituted by two or three substituents^ 
3. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula B 



CR2R11OR1, CR2R11SR1, or C(0)R2; 

Ri is hydrogen, or Ci-Ce alkyl which may be substituted by one or two substituents R7 independently 
selected from the group consisting of hydroxy, fluoro, chloro, bromo, iodo, Ci-Ce alkoxy, 0-C{=0)-(Ci- 
Ce alkyl), 0-C(=0)NH{CrC4 alkyl), 0-C(=0)-N(Ci-C4 alkyl)(Ci-C2 alkyl). amino, NH(Ci-C4 alkyl), N(Ci- 




-i 



and the pharmaceutically acceptable acid addition salts thereof, wherein 

B is NR1R2, CR1R2R11, C(=CR2Ri2)Ri, NHR1R2R11. OCR1R2R11, SCR1R2R11. NHNR1R2, CR2R11NHR 



'I1 
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C2 alkyI)(CrC4 alkyi), S(Ci-C6 alkyi), N(CrC4alkyl)C(=0)(CrC4 alkyl), NH(Ci-C4 alkyi), COOH, 
C(=0)0(CrC4 alkyl), C(=0)NH(CrC4 alkyl), C(=0)N(Ci-C4 alkyl)(CrC2 alkyl). SH, CN. NO2, SO(Ci- 
C4 alkyl), S02(Ci-C4 alkyl), S02NH(Ci-C4 alkyl), S02N(Ci-C4 a!kyl)(CrC2 alkyl). and said d-Ce alkyl 
may contain one or two double or triple bonds; 

R2 is CrCi2 alkyl, aryl or (Ci- C10 alkylene)aryl wherein said aryl is phenyl, naphthyl, thienyl, 
benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidyl, imidazolyl, furanyl, benzofuranyl, benzothiazolyl, 
isothiazolyt, benzisothiazolyl, thiazolyl, isoxazolyl, benzisoxazolyl, benzimidazolyl, triazolyl, 
pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl, oxazolyl, or benzoxazolyl; 3- to 8-membered cycloalkyi 
or (Ci-Cealkylene) cycloalkyi, wherein said cycloalkyi may contain one or two of O, S or N-Z 
wherein Z is hydrogen, C1-C4 alkyl, benzyl or C1-C4 alkanoyi, wherein R2 may be substituted 
independently by from one to three of chloro, fluoro, or C1-C4 alkyl, or one of hydroxy, bromo, 
iodo, Ci-Ce alkoxy, 0-C(=0)-(Ci-C6 alkyl). 0-C-N(Ci-C4 alkyl)(Ci_C2 alkyl), S(Ci-C6 alkyl), NH2, 
NH{Ci-C2 alkyl), N(CrC2 alkyl) (C1-C4 alkyl). N(CrC4)-(=0)(CrC4 alkyl). NHC(=0)(Ci-C4), 
COOH. C(=0)0(Ci-C4 alkyl), C(=0)NH(Ci-C4 alkyl). C(=0)N(Ci-C4 alkyl)(Ci-C2 alkyl). SH. CN. 
NO2, S0(Ci-C4 alkyl), S02(Ci-C4 alkyl), S02NH(CrC4 alkyl), S02N(Ci-C4 alkyl)(Ci-C2 alkyl), and 
wherein said C^-Cia alkyl or Ci- C10 alkylene may contain one to three double or triple bonds; or 
NR1R2 or CR1R2R11 may form a saturated 3- to 8 membered carbocyclic ring of which the 5- to 
8-membered ring contain one or two double bonds or one or two of O. S or N-Z wherein Z is 
hydrogen. C1-C4 alkyl, benzyl or CrC4 alkanoyi; 

R3 is hydrogen. Ci-Ce alkyl, fluoro. chloro, bromo. iodo. hydroxy, amino, ©(Ci-Ce alkyl), NH(Ci- 
Ce alkyl), N(Ci-C4 a!kyl)(CrC2 alkyl), SH, S(Ci-C4 alkyl), S0{Ci-C4 alkyl), or S02(Ci-C4 alkyl), 
wherein said C1-C4 alkyl and Ci-Ce alky! may contain from one or two double or triple bonds and 
may be substituted by from 1 to 3 substituents R8 independently selected from the group 
consisting of hydroxy, amino, C1-C3 alkoxy, dimethylamino, methylamino, methylamino, 
ethylamino, NHCH3, fluoro. chloro or Ci-CsthioalkyI; 

R4and Re are each independently hydrogen, CrCe alkyl, fluoro, chloro, bromo, Iodo, CrCe 
alkoxy, amino, NH(Ci-C6 alkyl), N(Ci-C6 alkyl)(Ci-C2 alkyl), SOnCCrCe alkyl), wherein n is O, 1 
or 2, cyano, hydroxy, carboxy, or amido, wherein said Ci-Ce alkyls may be substituted by one to 
three of hydroxy, amino, carboxy. amido, NHC(=0)(CrC4 alkyl), NH(Ci-C4 alkyl), N(Ci-C4 
aIkyl)(Ci-C2 alkyl), C(=0)0(Ci-C4 alkyl). C1-C3 alkoxy, C1-C3 thioalkyi, fluoro, bromo, chloro, 
iodo, cyano or nitro; 

Rsis phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidyl, imidazolyl. 
furanyl, benzofuranyl, benzothiazolyl, isothiazolyl, benzisothiazolyl, thiazolyl, isoxazolyl, 
benzisoxazolyl, benzimidazolyl, triazolyl, pyrazolyl, pyrrolyl, indolyl, azaindolyl, benzoxazolyl, 
oxazolyl, pyrrolidinyl, thiazoiidinyl, morpholinyl, piperidinyl. piperazinyl, tetrazolyl, or 3- to 8- 
membered cycloalkyi or 9- to 12-membered bicycloalkyi, optionally containing one to three of O, 
S or N-Z wherein Z is hydrogen, C1-C4 alkyl. C1-C4 alkanoyi, phenyl or phenylmethyl. wherein each 
one of the above groups may be substituted independently by from one to four of fluoro, chloro. Ci-Ce 
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alkyi, CrCe alkoxy or trifiuoromethyl, or one of bromo, iodo. cyano. nitro, amino, NH(CrC4 alkyi), 

N(CrC4)(CrC2 alkyi), C00(CrC4 alkyi), C0(CrC4alkyl), S02NH(CrC4 alkyi), S02N(Ci-C4 alkyl)(Cr 

C2 alkyl), SO2NH2, NHS02(CrC4 alkyi), S(Ci-C6 alkyi), SOaCCrCe alkyi), wherein said C1-C4 alkyi and 

Ci-Ce alkyl may be substituted by one or two of fluoro. chloro, hydroxy, amino, methylamino, 

dimethylamino or acetyl; with the proviso that R5 is not unsubstituted phenyl; 

R11 is hydrogen, hydroxy, fluoro, chloro, C00(CrC2 alkyl), cyano, or C0(CrC2 alkyl); and 

R12 is hydrogen or C1-C4 alkyl; with the proviso that (1 ) when R5 is 4-bromophenyl, R3 is hydrogen, 

and R4 and Re are methyl, then B is not methylamino or ethyl, and (2) when R5 is 4-bromophenyl, and 

R3, R4 and Re are methyl, then B is not 2-hydroxyethylamino. 

4. (Currently amended) A pharmaceutical composition comprising a corticotropin releasing 
factor antagonist and a growth hormone secretagoque or growth honnone. according to c l aim 1 
wherein said corticotropin releasing factor antagonist is a compound of formula 



wherein 

A is CR7 or N; 

B is NR1R2, CR1R2R11, C{=CR2Ri2)Ri, NHCHR1R2, OCHR1R2, SCHR1R2. CHR2OR12. CHR2SR12, 
C(S)R2 orC(0)R2; 

G i s oxyg e n, su l fur, NH, NH3, hydrog e n, m e thoxy, e thoxy, trifluorom e thoxy. m e thyl, ethy l , 
th i om o thoxy, NH^. NHCH3, N(CH 3) ^or tr i flurom o thyl; 
Y i s CH or N; 

Z is NH, O, S, N (CrC2 alkyl), or CR13R14, wherein R13 and R14 are each independently hydrogen, 
trifiuoromethyl, or C1-C4 alkyl, or one of R13 and R14 may be cyano, chloro, bromo, iodo, fluoro, 
hydroxy, 0(Ci-C2 alkyl), amino, NH(Ci-C2 alkyl), or CR13R14 may be C=0 or cyclopropyl; 
R^ is CrCe alkyl which may be substituted by one or two substituents Rq independently selected from 
the group consisting of hydroxy, fluoro, chloro, bromo, iodo, C1-C4 alkoxy, 0-C0-(Ci-C4 alkyl), 0-CO- 
NH(Ci-C4 alkyl), 0-CO-N(Ci-C4alkyl)(Ci-C2 alkyl), NH(CrC4 alkyl), N(Ci-C2 alkyl)(Ci-C4 alkyl), S(Ci- 
C4 alkyl), N(Ci-C4alkyl)CO(CrC4 alkyl), NHC0(CrC4 alkyl), C00(Ci-C4 alkyl). C0NH(Ci-C4 alkyl), 
C0N(CrC4 alkyl)(Ci-C2 alkyl), S(Ci-C4 alkyl), CN, NO2, S0(Ci-C4 alkyl), S02(CrC4 alkyl), and said 
Ci-C4 alkyl or C1-C4 alkyl may contain one double or triple bond; 

R2 is C1-C12 alkyl, aryl or (CrC4 alkylene)aryl wherein said aryl is phenyl, naphthyl, thienyl, 
benzothienyl, pyrldyl, quinolyl, pyrazinyl, pyrimidyl, imidazolyl, furanyl, benzofuranyl, benzothiazolyl, 
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isothiazolyl, benzisothiazolyl, benzisoxazolyl, benzimidazolyl. indolyl, or benzoxazolyl; 3- to 8- 
membered cycloalkyi or (Ci-CealkylenejcycloalkyI, wherein said cycloalkyi may contain one or two of 
O. S or N-Rg wherein Rg is hydrogen, or C1-C4 alkyi, wherein the above defined R2 may be substituted 
independently by from one to three of chloro, fluoro, or C1-C4 alkyI, or one of bromo, iodo, Ci-Ce 
alkoxy, 0-C0-(Ci-C6 alkyI), 0-C0-N(CrC4 alky!)(Ci-C2 alkyi), S(CrC6 alkyI), CN. NO2, S0(CrC4 
alkyI), or S02(Ci-C4 alkyI), and wherein said C1-C12 alkyI or C1-C4 alkylene may contain one double or 
triple bond; or 

NR1R2 or CR1R2R11 may form a saturated 5- to 8-membered carbocyclic ring which may contain one 
or two double bonds or one or two of O or S; 

R3 is methyl, ethyl, fluoro, chloro, bromo, iodo, cyano, methoxy, OCF3, methylthio, methylsulfonyl, 
CH2OH orCHsOCHa; 

R4 is hydrogen, C1-C4 alkyI, fluoro, chloro, bromo, iodo, C1-C4 alkoxy, amino, nitro, NH(CrC4 alkyl), 
N(CrC4 alkyl)(Ci-C2 alkyl), S0n(CrC4 alkyl), wherein n is 0, 1 or 2, cyano, hydroxy, C0(Ci-C4 alkyl), 
CHO, or C00(Ci-C4 alkyl), wherein said C1-C4 alkyl may contain one or two double or triple bonds 
and may be substituted by one or two of hydroxy, amino, carboxy, NHCOCH3, NH(Ci-C2 alkyl), N(Ci- 
C2 alkyl)2, C00(CrC4 alkyl), C0(Ci-C4 alkyl), C1-C3 alkoxy, C1-C3 thioalkyi, fluoro, chloro, cyano or 
nitro; 

R5 is phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidyl, furanyl. 
benzofuranyl, benzothiazolyl, or indolyl, wherein each one of the above groups R5 is substituted 
independently by from one to three of fluoro, chloro, CrCe alkyl, or Ci-Ce alkoxy, or one of hydroxy, 
iodo, bromo, formyl, cyano, nitro, trifluoromethyl, amino, NH(Ci-C4 alkyl), N(Ci-C6)(Ci-C2 alkyl), 
COOH, C00(CrC4 alkyl), C0(Ci-C4 alkyl), S02NH(CrC4 alkyl), S02N(Ci-C4 alkyl)(CrC2 alkyl), 
SO2NH2. NHS02(Ci-C4 alkyl), S(Ci-C6 alkyl), or S02(Ci-C6 alkyl), wherein said CrC4 alkyl and Ci- 
Ce alkyl may be substituted by one or two of fluoro, hydroxy, amino, methylamino. dimethylamino or 
acetyl; 

R e is hydrog e n, or C ^-G ^ al ky l , wh e r ei n sa i d C 4-G 6 a l ky l may b e substitut e d by on e hydroxy, m e thoxy, 
e thoxy or f l uoro; 

R7 is hydrogen, C1-C4 alkyl, fluoro, chloro, bromo, iodo, cyano, hydroxy, 0(CrC4 alkyl), C(0)(Ci-C4 
alkyl), or C(0)0(CrC4 alkyl), wherein the C1-C4 alkyl groups may be substituted with one hydroxy, 
chloro or bromo, or one to three fluoro; 
R^Ms hydrogen, hydroxy, fluoro, or methoxy; 
R^^ is hydrogen or C1-C4 alkyl; and 

R4^^and-R4-?L ar e e ach ind e p e nd e ntly hydrog e n, hydroxy, m e thy l , e thy l , m e thoxy, or e thoxy, e xc e pt 
that th e y ar e not both m e thoxy or e thoxy, and C R ^R ^ and C R1 6R4^ e ach ind e p e nd e ntly may bo 
G=© 

wherein said growth hormone secretaqoque is a compound of formula IV: 
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or a stereoisomeric mixture thereof, a diastereomericallv enriched, diastereomericallv pure, 
enantiomericallv enriched, or enantiomericallv pure isomer thereof, or a prodrug of such 
compound, mixture, or isomer thereof, or a pharmaceuticallv acceptable salt of the compound, 
mixture, isomer, or prodrug, wherein in formula IV: 
HET is a heterocyclic moiety selected from the group consisting of 




d isO. 1. or 2: 
e is 1 or 2: 
f isOor 1: 

n and w are 0. 1 . or 2. proyided that n and w cannot both be O at the same time: 
is oxygen or sulfur: 
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A is a divalent radical, wherein the left hand side of the radical as shown below is connected to C" and 
the right hand side of the radical as shown below is connected C. selected from the group consisting 
of -NR^-CO-NR^-. -NR ''-SO,-NR^-. -0-CO-NR^-. -NR^-CO,-. -CO-NR^-CO-.-CO-NR^-C(R°R^°OV. - 
C(RV°)-NR^-CO-.-aR°R^°VC(R^R^°VaR^R^°)-. -S02-C(R^R^°VC(R^R^°)-C(R^R'°)-0-C0-. - 
C(R^R^°)-0-C(R^R^V. -NR^-CO-C(R°R^°)-. -0-C0-C(R^R'°)-. -C(R^R^°)-C0-NR^-. -CO-NR^-CO-. - 
C(RV°)-C02-. -CO-NR'-C(R^R^°VC(R^R^°)-CO,-aR^R^°V.-C(RV°)-C(R°R^°)-C(R^R^°VCfR^R^V.- 
SO^NR^-C(R'r'°)-C(R°R^°)-. -C(R^R^°)-aR^R^°)-NR^-CO-. -C(R^R^°VC(R'R^°)-0-C0-. -NR^-CO- 
C(R°R^°)-C(R^R^°)--NR^-SO,-C(R^R^°)-C(R^R'°V-0-CO-C(R^R'°)-C(R^R^°)-aR^R^°)-C(R^R^VCO- 
NR^-. -CfR^R'°)-C(R°R'°)-CO- -C(R^R^°)-NR^-CO,-C(R^R^°)-0-CO-NR^ -C(R°R^°)-NR^-CO-NR^-. - 
NR^-COg-C(RW. -NR^-CO-NR^-CfR^R^")-. -NR^-SO,-NR^-C(R^R^°)-. -0-C0-NR''-C(R^R^°)-. - 
CO-N=C(R^^)-NR^-. -CO-NR^-CfR^^)=N-. -C(R^R^°)-NR^^-C(R^R^°V. -NR^^-C(R°R^°V -NR^^- 
C(R^R^°)-CfR^R^°)- -C0,-C(R^R''')-C(R'R^°)- -NR^-C(R^^=N-C0-. -C(R^R^°VCfR^R^°)-NfR^^)-. 
-C(R^R^°)-NR^^-. -N=Cm^^')-NR^-CO-. -C(R^R^°)-CfR^R^°)-NR^-SO,-. -Cm^R^°)-C(R^R^VS0,- 
NR^-. -C(R°R^°)-C(R^R^VCO,- -C(R^R^°)-SO,-C(R°R^°')- -CfR^R^°^CfR^R^°'t-SO;- -O- 
C(R'R^°)-C(R'R^°)- -C(R'R^°)-C(R'R^°)-0-. -CfR'R^°)-CO-C(R'R^°)-. -CO-CfR'R^°VCfR'R^°)-. 
and -Cm^R^°)-NR^-S02-NR^-: 
Q is a covalent bond or CH?: 
W is CH or N: 

X is CR^R^°. C=CH,. or C=0: 
Y is CRV°. O. or NR^: 
Z is C=0. C=S. orSO?: 

is hydrogen, halo, hydroxy, nitro, amino, cvano. phenyl, carboxvl. -CONH?. -C i-Cj ^alkvl 
optionally independently substituted with one or more phenyl, one or more halogen, or one or 
more hydroxy groups. -C ^i-C ^alkoxv optionally independently substituted with one or more 
phenyl, one or more halogen, or one or more hydroxy groups. -C i-Cg alkvlthio. phenoxy. -CO?- 
(Ci-Cd alkyi). N.N-di-fC i-C^ alkylamino), -C^-Cg alkenyl optionally independently substituted 
with one or more phenyl, one or more halogen, or one or more hydroxy groups. -C^-Cr alkvnyl 
optionally independently substituted with one or more phenyl, one or more halogen, or one or 
more hydroxy groups. -Cy C g cycloalkyi optionally independently substituted with one or more 
Ci-Cd alkyI groups, one or more halogen, or one or more hydroxy groups. -C i-Cj ^alkylamino 
carbonyl. or di-C i^-C/i alkylamino) carbonyl: 

G2 and G^are each independently selected from the group consisting of hydrogen, halo, 
hydroxy. -C i^-Ca alkyl optionally independently substituted with one to three halo groups, and - 
Cii-C^ alkoxy optionally independently substituted with one to three halo groups: 
R^ is hydrogen. -CN, -(CH,)^NX^COX°. -(CH;) j NX^CO(GH,)-AV -fCH,) j NX^S02(CH,)-A\ - 
(CH;)^NX°SO,X^ -(CH,^^NX^C0NX^(CH2VA\ -(CH,)3NX°CONX°X^ -(CH,)3C0NX°X^ - 
(CH,)gCONX^(CH;).-A\ -(CH2^3CO;X^ -(CHo^ j CO^fCHgVAV -(CHg^jOX^. -(CHo^ j OOOX^. - 
(CH,)30C0(CH,VA\ -fCHo^jGCONX^rCH^VAV -(CH2'>J0C0NX^X^ -(CH,^COXl - 
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(CHg)^ CO(CH . VA\ -fCH g)^ NX^CO . X'. -(CH g)^ NX^SO.NXV. "(CH.)^ SO^X^' - 
(CHg) ^SO^(CH.VA\ -C i-Cin alkvl. -(CHgVA. -fCH ^ y fC.-Ci cvcloalkvl). -(CH ^ yY^-fC i-C g alkvl). - 
(CH2VY^-(CH2VA\ or -(CH.VY^-(CH gV(C^-Ci cvcloalkvn: 

wherein the alkvl and cvcloalkvl groups in the definition of are optionally substituted with C i-Cd 
alkvl, hydroxy. C i-a alkoxv. carboxvl. - CONH?. -SO r n-(C i-C fi alkvl). -CO^-fC i-a alkvl) ester. 1H- 
tetrazol-5-vl. or 1 . 2. or 3 fluoro groups: 

r is O. SOg.. -CONX^-. -CH=CH-. -C=C-. -NX^CO-. -CONX^-. -CO.-. -OCONX^- or -0C0-: 
q is 0,1,2, 3, or 4; 
t is 0. 1 . 2. or 3; 

said fCH?)^ group and (CHA group in the definition of R' are optionally independently substituted with 
hydroxy. C i-C ^ alkoxv. carboxvl. -CONH.. - SOm.-fC i-C g alkvl). -CO^-fC i-C ^ alkvl) ester. 1 H-tetrazol- 
5-vl. 1 . 2. or 3 fluoro groups, or 1 or 2 C i-Cd alkvl groups: 

R^^ is selected from the group consisting of hydrogen. F. CL Br. I. C i-C g alkvl. phenyl-(C i-C q alkvl). 
pvridvl-(C i-C g alkvl). thiazolvl-fC i-C j alkvl). and thienvl-fC i-C g alkvl). provided that R^^ is not F. CI. Br. 
or I when a heteroatom is vicinal to C": 

R^ is hydrogen. C i-C g alkvl. -(C ^-C g alkyD-fC ^C g cvcloalkvl). ■(C i-Cj _alkvl)-A'. or A. wherein the alkvl 
groups and the cvcloalkvl groups in the definition of R^ are optionally substituted with hydroxy. -C02 
X^ -CONXV. -NXV. -SO ^(Ci-C g alkvl). - CPA. -COX^ CF.. ON. or 1 . 2. or 3 independently 
selected halo groups: 

R^ is selected from the group consisting of A. C -i-Cin alkvl. -(C i-Cg ^alkvl)-A'. - (C i-C g alkyl)-(Cj-Ci 
cvcloalkvl). -fC i-C g alkyl)-X'-(C i-Cg alkvl). -(C i-C. alkyl)-X'-(C .-C s alkyl)-A. and -(C i-C. alkyl)-X'-(C .-C. 
alkvl)-(C g-Ci cvcloalkvl): 

wherein the alkvl groups in the definition of R^ are optionally substituted with -SO m(Ci-Cg alkvl). -C02 
X^. 1,2.3. 4. or 5 independently selected halo groups, or 1 , 2, or 3 independently selected -OX^ 
groups: 

X' is O. SO^, -NX'CO-. -CONX^-. -0C0-. -COg-. -CX'=CX^-. -NX^CO.-. -OCONX'-. or -C"C-: 
R"* is hydrogen. C i-C r alkvl. or C ^-C ? cvcloalkvl. or R^ taken together with R^ and the carbon atom to 
which they are attached form C g-Ci cvcloalkvl. Cg -Ci cycloalkenyl. a partially saturated or fully 
saturated 4- to 8-membered ring having 1 to 4 heteroatoms independently selected from the group 
consisting of oxygen, sulfur, and nitrogen, or a bicvclic ring system consisting of a partially saturated 
or fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated, or fully 
saturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen: 

X"^ is hydrogen or C i-C g alkvl. or X"^ is taken together with R"^ and the nitrogen atom to which X"^ is 
attached and the carbon atom to which R"* is attached and fomn a five to seven membered ring: 
R^ is a bond or is 
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X'^ 

1 ^ ^ 

^ (CH2)a (CH2)b ; 

wherein a and b are each independently 0. 1 . 2. or 3: 

and X5a are each independently selected fronn the group consisting of hydrogen. CF^. A' . and Ci - 
Cg alkvl optionally substituted with A'. 0X1 - SO.-(C i-C g alkvl). -CO9 X2. C^-C t cvcloalkvL -NXV. 
or -CONX^X^: 

or the carbon bearing X^ or X^ forms one or two alkylene bridges with the nitrogen atom bearing 
and wherein each alkylene bridge contains 1 to 5 carbon atoms, provided that when one alkylene 
bridge is formed then only one of X^ or X^a is on the carbon atom and only one of R^ or R^ is on the 
nitrogen atom, and further provided that when two alkylene bridges are formed then X^ and X^^ cannot 
be on the carbon atom and R'' and R^ cannot be on the nitrogen atom: 
or X^ taken together with X ^^and the carbon atom to which they are attached form a partially 
saturated or fully saturated 3- to 7-membered ring, or a partially saturated or fully saturated 4- to 8- 
membered ring having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur, and nitrogen: 

or X^ taken together with X^^ and the carbon atom to which they are attached form a bicvclic ring 
system consisting of a partially saturated or fully saturated 5- or 6-membered ring, optionally having 1 
or 2 heteroatoms independently selected from the group consisting of nitrogen, sulfur, and 30 

oxygen, fused to a partially saturated, fully saturated, or fully unsaturated 5- or 6-membered 

ring, optionally having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur, and oxygen: 

1} is a bond. O. or N-X^. provided that when a and b are both O then T is not N-X^ or O: 
R^ and R^ are each independently hydrogen or C i-C g alkvl optionally independently substituted with 
A'. -C02-(C -.-Cg alkvl). -SO m(Ci-C g alkvl). 1 to 5 halo groups. 1 to 3 hydroxy groups. 1 to 3 -O-COfC -.- 
Cin alkvl) groups, or 1 to 3 C^ -Cr alkoxy groups: or 

R^ and R^ can be taken together to form -(CH9). L-fCHo)^-. wherein L is CXV. SO., or NX^: 

R^ and R'° are each independently selected from the group consisting of hydrogen, fluoro. hydroxy, 

and C -I -C5 alkvl optionally independently substituted with 1-5 halo groups: 

R^^ is selected from the group consisting of C i-C r alkvl and phenyl optionally substituted with 1-3 

substituents each independently selected from the croup consisting of C i-C g alkvl. halo, and C i-C^ 

alkoxy: 

R^^ is selected from the group consisting of C i-C g alkylsulfonvl. C i-C g alkanovl. and C i-C^ alkvl 
wherein the alkvl portion is optionally independently substituted by 1-5 halo groups: 
A^ for each occurrence is independently selected from the group consisting of C ^ ^-C? cvcloalkenvl. 
phenyl, a partially saturated, fully saturated, or fully unsaturated 4to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of oxygen, sulfur, and 
nitrogen, and a bicvclic ring system consisting of a partially saturated, fully unsaturated, or fully 
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saturated 5- or 6 membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen, fused to a partially saturated, fully saturated, or 
fully unsaturated 5- or 6-membered ring, optionally haying 1 to 4 heteroatoms independently selected 
from the group consisting of nitrogen, sulfur, and oxygen: 

for each occurrence is independently optionally substituted, on one or optionally both rings if A' is a 
bicyclic ring system, with up to three substituents. each substituent independently selected from the 
group consisting of F. CI. Br. I. OCF^. OCFoH. CF^. CH.. OCH^. -0X^ -CONX^X^ - CO^X^ oxo. Ci'C^ 
alkyl. nitro. cyano. benzyl. -SO m(C^-CR alkyi). 1 H-tetrazol-5-yi. phenyl, phenoxy. phenylalkyloxy. 
halophenyl. methylenedioxy. -NXV. - NX^COX^. -SO.NX^X'. -NX^SO^-phenyi. HX^SO^X^. - 
CONX^^X^^. -SO.NX^^X^^. -NX^SOgX^'. -NX^CONX^^X^'. -NX'SO.NX^^X^^ -NX^COX^'. imidazolyl. 
thiazolyl. and tetrazolyl. provided that if V is optionally substituted with methylenedioxy then it can 
only be substituted with one methylenedioxy: 

wherein X^^ is hydrogen or C i-Cr alkyl optionally independently substituted with phenyl, phenoxy, C i- 
Cg alkoxvcarbonvl. -SO M(Ci-Cg alkyl). 1 to 5 halo groups, 1 to 3 hydroxy groups. 1 to 3 C -i - C -m 
alkanovloxv groups, or 1 to 3 C i-C g alkoxy groups: 

X^^ is hydrogen. C i-Cg alkyl. phenyl, thiazolyl, imidazolyl. furvL or thienyl. provided that when X'^ is not 
hydrogen, the X'^ group Is optionally substituted with one to three substituents independently selected 
from the group consisting of CI. F. CH3. OCHg, OCFg. and C F3: 

or X" and X'^ are taken together to form -(CH2)r-L^-(CHA . wherein is CXV. O. SO n . or NX^: 
r for each occurrence is independently 1 . 2. or 3: 

X^ for each occurrence is independently hydrogen, optionally substituted C ^-C r alkyl. or optionally 
substituted Cy C ? cycloalkyi, wherein the optionally substituted C i-C g alkyl and optionally substituted 
Cg-C i cvcloalkvl in the definition of X^ are optionally independently substituted with -SO JCi-C g alkyl). 
-C02 X^. 1 to 5 halo groups, or 1-3 OX^ groups: 
X^ for each occun^ence is independently hydrogen or C i-Cg alkyl: 

X^ for each occun-ence is independently hydrogen, optionally substituted C i-C g alkyl. halogenated C?- 
Cg alkyl, optionally substituted CyC7 cvcloalkvl. halogenated CyC? cvcloalkvl. wherein the optionally 
substituted C i-C g alkyl and optionally substituted C ^-C i cycloalkyi in the definition of X^ are optionally 
independently mono-or di-substituted with C i-C ^ alkyl. hydroxy. C 1-C4 alkoxy. carboxvl. CONHo. - 
SOmfCiC g alkvl). carboxylate (C i-C ^alkyl) ester, or 1 H-tetrazol-5-yl: or 

when there are two X^ groups on one atom and both X^ are independently C iC g alkyl, the two C i-Cg 

alkyl groups may be optionally ioined. and together with the atom to which the two X^ groups are 

attached, form a 4- to 9- membered ring optionally having oxygen, sulfur, or NX^ as a ring member. 

wherein X^ is hydrogen or C i-C g alkyl optionally substituted with hydroxy: 

m for each occurrence is independently 0. 1 . or 2: with the provisos that: 

X^and X'2 cannot be hydrogen when attached to CO or SO^ in the fomn COX^ COX'^ S02 X^ or 

SO.X'^: and 

when R^is a bond then L is NX^ and each r in the definition -(CH?). L-fCH?). is independently 2 or 3. . 
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5. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula 

R7 

and the pharmaceutically acceptable acid addition salts thereof, wherein 
Ais N or-CRe; 

Bis-NRiR2, -CR1R2R11, -C(=CR2Ri2)Ri, -NHCHR1R2, -OCHR1R2, -SCHR1R2. - 
CHR2OR12. -CHR2SR12, -C(S)Ri or-C(0)Ri; 

Ri is Ci-Ce aikyi which may optionally be substituted with one or two substituents independently 
selected from the group consisting of hydroxy, fluoro, chloro, bromo, iodo, C1-C4 alkoxy, -0-CO- 
(C1-C4 alkyl).-0-C0-NH(Ci-C4 alkyi), -0-C0-N(Ci-C4 alkyl)(Ci-C2 alkyi), -NH(Ci-C4 alkyl),- 
N(Ci-C2alkyl)(Ci-C4 alkyi), -S(Ci-C4alkyl), -N(Ci-C4alkyl)CO(Ci-C4 alkyi). -NHC0(Ci-C4 alkyi), - 
C00(CrC4 alkyi), -C0NH(Ci-C4 alkyi). -C0N(Ci-C4 alkyl)(CrC2 alkyi). CN, NO2. -S0(Ci-C4 
alkyi), -S02(Ci-C4 alkyi), and wherein any of the foregoing C1-C4 alkyi and CrCe alkyi groups may 
optionally contain one carbon-carbon double or triple bond; 

R2 is C1-C12 alkyi, aryl, -(Ci-C4alkylene)aryl wherein said aryl is phenyl, naphthyl, thienyl, 
benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidyl. imidazolyl, furanyl, benzofuranyl, benzothiazolyl, 
isothiazolyl, benzisothiazolyl, thiazolyl. isoxazolyl, benzisoxazolyl, benzimidazoiyi, triazolyl, pyrazolyl, 
pyrrolyl, indolyl, oxazolyl, or benzoxazolyl; or 3- to 8- membered cycloalkyi or -(CrCe 
alkylene)cycloalkyl. wherein one or two of the ring carbons of said cycloalkyi having at least 4 ring 
members and the cycloalkyi moiety of said -(CrC6alkylene)cycloalkyl having at least 4 ring members 
may optionally be replaced by an oxygen or sulfur atom or by N-Z wherein Z is hydrogen; or C1-C4 
alkyi, and wherein each of said groups R2 may optionally be substituted with from one to three 
substituents independently selected from chloro, fluoro, and C1-C4 alkyi, or by one substituent 
selected from bromo, iodo, Ci-Ce alkoxy, -0-C0-(Ci-C6 alkyi), "SCCrCe alkyi), -COO(CrC4 alkyi), CN, 
NO2. -S0(Ci-C4 alkyi). and -S02(CrC4 alkyi). and wherein said C1-C12 alkyi and the C1-C4 alkylene 
moiety of said -(CrC4 alkylene)aryl may optionally contain one carbon-carbon double or triple bond; 
or -NR1R2 may form a saturated 5- to 8-membered heterocyclic ring, or -CHR1R2 may form a 
saturated 5- to 8-membered carbocyclic ring, wherein each of these rings may optionally contain one 
or two carbon-carbon double bonds and wherein one or two of the carbon atoms of each of these 
rings may optionally be replaced with a sulfur or oxygen atom; 

R3 is C1-C4 alkyi, fluoro, chloro, bromo. iodo, -CH2OH, -CH2OCH3, -0(Ci-C3 alkyi), -S(Ci-C3 alkyi), or - 
S02(Ci-C3alkyl), wherein said CI-C3 alkyi may optionally contain one carbon-carbon double or triple 
bond; 

R4 is hydrogen, Ci-Ce alkyi, fluoro, chloro, bromo, iodo, CrC4 alkoxy, amino, -NHCH3, -N(CH3)2, - 
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CH2OH. -CH2OCH3, or -SOn{Ci-C4 alkyi), wherein n is 0, 1 or 2. cyano, hydroxy, -C0(CrC4 alkyl). - 
CHO, Or -C00(Ci-C4 alkyl) wherein the CrC4 alkyl moieties in the foregoing R4 groups may 
optionally contain one carbon-carbon double or triple bond; 

R5 is phenyl, naphthyl, thienyl, benzothienyl, pyridyl, pyrimidyl, benzofuranyl, pyrazinyl or 
benzothiazolyl, wherein each one of said groups R5 may optionally be substituted with from one to 
three substituents independently selected from fluoro, chloro, CrCe alkyl and Cl-Ce alkoxy, or by one 
substituent selected from iodo, hydroxy, bromo, fomnyl, cyano, nitro, amino, trifluoromethyl, -NH(Ci-C4 
alkyl), -N(Ci.C6)(Ci-C2 alkyl), -COO(Ci-C4 alkyl), -C0(Ci-C4 alkyl). -COON, -S02NH(CrC4 alkyl), - 
S02N(Ci-C4 alkyl)(Ci-C2 alkyl). -SO2NH2, -NHS02(Ci-C4 alkyl), -S(Ci-C6 alkyl) and -S02(Ci-C6 alkyl). 
wherein each of said C1-C4 alkyl and Ci-Ce alkyl moieties in the foregoing groups may optionally be 
substituted with one to three fluorine atoms; 

Re is hydrogen. C1-C4 alkyl, fluoro, chloro, bromo, iodo, -CH2OH, -CH2OCH3, or C1-C4 alkoxy; 

R7 is hydrogen, C1-C4 alkyl, fluoro, chloro, bromo, iodo, -0(Ci-C4 alkyl), cyano, -CH2OH, -CH20(Ci-C2 

alkyl), -C0(CrC2 alkyl), or -C00(Ci-C2 alkyl); 

Riiis hydrogen, hydroxy, fluoro. or methoxy; and 

R12 is hydrogen or C1-C4 alkyl; 

with the proviso that when A is N. then: (a) B is not unsubstituted alkyl; (b) R5 is not unsubstituted 
phenyl or monosubstituted phenyl; and (c) R3 is not unsubstituted alkyl; 
or a phamiaceutically acceptable salt of such compound. 

6. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula 
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B 




or a pharmaceutically acceptable salt thereof, wherein 
the dashed lines represent optional double bonds; 
A is nitrogen or CR^; 

B is -NR^R^ -CR^R^R^°, -C(=CR^R'')R\ -NHCR^R^R^°, -0CR'R^R^°, -SCR^R^R^°, -CR^R'°NHR\ - 
CR^R^°0R\ -CR^R^°SR^ or -COR^; 

D is nitrogen and is single bonded to all atoms to which it is attached, or D is carbon and is either 
double bonded to E in formulas I and II or double bonded to the adjacent carbon atom common to 
both fused rings in formula III, or D is CH and is single bonded to E in formulas I and II; 
E is nitrogen, CH or carbon; 

F is oxygen, sulfur, CHR"^ or NR when it is single bonded to E and F is nitrogen or CR"^ when it is 
double bonded to E; 

G, when single bonded to E. is hydrogen, C1-C4 alkyi, -S(Ci-C4alkyl), -0(Ci-C4 alkyi), NH2, -NH(CrC4 
alkyi) or -N(CrC2 alkyl)(Ci-C4 alkyi), wherein each of the C1-C4 alkyi groups of G may optionally be 
substituted with one hydroxy, -0(Ci-C2 alkyi) or fluoro group; G, when double bonded to E, is oxygen, 
sulfur or NH; and G, when E is nitrogen and double bonded to D or F, is absent; 
R^ is hydrogen, CrCe alky! optionally substituted with one or two substituents R^ independently 
selected from hydroxy, fluoro, chloro, bromo, iodo, C1-C4 alkoxy, CF3, -C(=0)0-(Ci-C4)alkyI, - 
0C(=0)(Ci-C4 alkyi), -0C(=0)N(Ci-C4 alkyl)(Ci-C2 alkyi), -NHC0(CrC4 alkyi), -COON, -C00(Ci-C4 
alk^), -C0NH(CrC4 alkyi). -C0N(Ci-C4 alkyl)(Ci-C2 alkyi), -S(CrC4 alkyi), -CN, -NO2, -80(0,-04 
alkyi), -S02(Ci-C4 alkyi). -S02NH(Ci-C4 alkyi) and -S02N(Ci-C4 alkyl)(CrC2 alkyi). wherein each of 
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the C1-C4 alkyi groups in the foregoing R groups may optionally contain one or two double or triple 
bonds; 

is C1-C12 alkyI which may optionally contain from one to three double or triple bonds, aryl or (CrC4 
alkylene)aryl, wherein said aryl and the aryl moiety of said (Ci-C4alkylene)aryl is selected from 
phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidinyl, imidazolyl, furanyl, 
benzofuranyl, benzothiazolyl. isothiazolyl. pyrazolyl, pyrroiyi, indolyl, pyrrolopyridyl, oxazolyl and 
benzoxazolyl; C3-C8 cycloalkyi or (Ci-C6aIkylene)(C3-C8 cycloalkyi), wherein one or two of the carbon 
atoms of said cycloalkyi and the 5 to 8 membered cycloalkyi moieties of said (Ci-C6alkylene)(C3-CS 
cycloalkyi) may optionally and independently be replaced by an oxygen or sulfur atom or by NZ^ 
wherein is selected from hydrogen, C1-C4 alkyI, benzyl and CrC4 alkanoyl, and wherein each of the 
foregoing groups may optionally be substituted with from one to three substituents independently 
selected from chloro, fluoro, hydroxy and C1-C4 alkyI, or with one substituent selected from bromo, 
iodo, CrCe alkoxy, -0C(=0)(Ci-C6 alkyl). -0C(=0)N(CrC4 alkylXd-Cs alkyl), -S(Ci-C6alkyl), amino, - 
NH(CrC2 alkyl), -N(CrC2 alkyl)(Ci-C4 alkyl), -N(CrC4alkyl)-CO-(Ci-C4 alkyl), -NHC0(CrC4 alkyl). - 
COON, -C00(Ci-C4 alkyl), -CONH(CrC4 alkyl). -C0N(Ci-C4 alkyl)(CrC2 alkyl), -SH, -ON, -NO2, - 
S0(CrC4 alkyl). -S02(Ci-C4 alkyl), -S02NH(Ci-C4 alkyl) and -S02N(Ci-C4 alkyl)(CrC2 alkyl); 
-NR'R^ or CR'R^R'' may form a saturated 3 to 8 membered carbocyclic ring which may optionally 
contain from one to three double bonds and wherein one or two of the ring carbon atoms of such 
5 to 8 membered rings may optionally and independently be replaced by an oxygen or sulfur 
atom or by NZ^ wherein 1? is hydrogen, C1-C4 alkyl, benzyl or C1-C4 alkanoyl; 
R^ is hydrogen, C1-C4 alkyl, -0(CrG4 alkyl), chloro, fluoro, bromo, iodo. -CN, -S(Ci-C4 alkyl) or- 
S02(Ci-C4 alkyl) wherein each of the (C1-C4 alkyl) moieties in the foregoing R^ groups may 
optionally be substituted with one substituent R® selected from hydroxy, fluoro and (CI-C2 
alkoxy); 

each R"* is, independently, hydrogen, (Ci-Ce alkyl), fluoro, chloro, bromo, iodo, hydroxy, cyano, 
amino, nitro, -0(Ci-C4 alkyl), -N(Ci-C4alkyl)(CrC2 alkyl), -S(CrC4 alkyl), -S0(CrC4 alkyl), - 
S02(Ci-C4)alkyl, -C0(Ci-C4 alkyl), -C(=0)H or -C(=0)0(Ci.C4alkyl), wherein each of the (C1-C6 
alkyl) and (CrC4 alkyl) moieties in the foregoing R"* groups may optionally contain one or two 
double or triple bonds and may optionally be substituted with one or two substituents 
independently selected from hydroxy, amino. C1-C3 alkoxy, dimethylamino, methylamino, 
ethylamino, -NHC(=0)CH3, fluoro, chloro, C1-C3 thioalkyi, -CN, -COON, -C(=0)0(Ci-C4 alkyl), - 
C(=0)(Ci-C4 alkyl) and -NO2; 

R^ is phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl. pyrazinyl, furanyl, benzofuranyl, 
benzothiazolyl, benzisothiazolyl, benzisoxazolyl, benzimidazolyl, indolyl, benzoxazolyl or C3-C8 
cycloalkyi wherein one or two of the carbon atoms of said cycloalkyi rings that contain at least 5 
ring members may optionally and independently be replaced by an oxygen or sulfur atom or by 
NZ"* wherein is hydrogen, C1-C4 alkyl or benzyl; and wherein each of the foregoing Regroups 
is substituted with from one to four substituents R^^ wherein one to three of said substituents 
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may be selected, independently, from chloro, CrCe alkyi and -0(Ci-C6 alkyi) and one of said 
substituents may be selected from bromo. iodo, formyl. -CN, -CF3. -NO2. -NH2, -NH(Ci-C4 alkyi), - 
N(Ci-C2alkyl)(CrC6 alkyi), -C(=0)0(CrC4 alkyi), -C(=0)(Ci-C4 alkyi), -COON, -S02NH(CrC4 
alkyi), -S02N(Ci-C2 alkyl)(Ci-C4 alkyi), - SO2NH2. -NHS02(CrC4 alkyi), -S(Ci-C6 alkyi) and - 
S02(Ci-C6 alkyi), and wherein each of the C1-C4 alkyi and Ci-Ce alkyi moieties in the foregoing 

groups may optionally be substituted with one or two substituents independently selected 
from fluoro, hydroxy, amino, methylamino, dimethylamino and acetyl; 

is hydrogen, C1-C4 alkyi, halo, cyano, hydroxy, -0(Ci-C4 alkyi) -C(=0)(CrC4 alkyi), - 
C(=0)0(Ci-C4alkyl), -OCF3, -CF3, -CH2OH, -CH20(Ci-C4 alkyi); 
R^° is hydrogen, hydroxy, methoxy or fluoro; 
R^^is hydrogen or C1-C4 alkyi; and 

Z is NH, oxygen, sulfur, -N(Ci-C4 alkyi), -NC(=0)(Ci-C2 alkyi). NC(=0)0(Ci-C2a!kyl) or 
CR^^R^Vherein R^^ and R^"* are independently selected from hydrogen, trifluoromethyl and 
methyl with the exception that one of R^^ and R^'^can be cyano; 

with the proviso that: (a) in the five membered rings of structures I, II and III, there can not be 
two double bonds adjacent to each other; and (b) when R"* is attached to nitrogen, it is not halo, 
cyano or nitro; 

or a pharmaceutically acceptable salt of such compound. 

7. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said 
corticotropin releasing factor antagonist is a compound of formula 

B 

o I I 



wherein the dashed lines represent optional double bonds; 
A is nitrogen or CR^; 

B is -NR'r', -CR'R'R'^ -C(=CRV)R\ -NHCR'r'r'\ -OCR'rV°, -SCR'R^R'°. - 
CR^R'°NHR\ -CR'r'°OR\ -CRV°SR' or -COR^ and is single bonded to D; or B is -CR'R^ 
and is double bonded to D and D is carbon; 

D is nitrogen or CR"^ and is single bonded to all atoms to which it is attached, or D is carbon and 
is double bonded to E or double bonded to B; 

E is oxygen, nitrogen, sulfur, C=0, C=S, CR®R^^ NR^or CR®; or E is a two atom spacer, wherein 
one of the atoms is oxygen, nitrogen, sulfur, C=0, C=S, CR^R^^, NR^or OR®, and the other is 
CR^R'^ or CR®; 

K and G are each, independently, C=0, C=S, sulfur, oxygen, CHR® or NR° when single bonded to 
both adjacent ring atoms, or nitrogen or CR® when it is double bonded to an adjacent ring atom; 
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the 6- or 7-membered ring that contains D, E, K and G may contain from one to three double bonds, 
from zero to two heteroatoms selected from oxygen, nitrogen and sulfur, and from zero to two C=0 or 
C=S groups, wherein the carbon atoms of such groups are part of the ring and the oxygen and sulfur 
atoms are substituents on the ring; 

is Ci-Ce alkyi optionally substituted with from one or two substituents independently selected from 
hydroxy, fluoro, chloro, bromo, iodo, C1-C4 alkoxy, CF3, -C(=0)(Ci-C4aIkyl), -C(=0)-0-(Ci-C4)alkyl, - 
0C(=0)(CrC4 alkyI), -0C(=0)N(CrC4 alkyl)(Ci-C2 alkyl), -NHC0(Ci-C4 alkyI), -COON, -C00(Ci-C4 
alkyI), -C0NH(Ci-C4 alkyl), -C0N(CrC4 aIkyl)(Ci-C2 alkyl), -S(Ci-C4 alkyl), -ON. -NO2. -S0(CrC4 
alkyl), -S02(Ci-C4 alkyl), -S02NH(CrC4 alkyl) and -S02N(Ci-C4 alkyl)(Ci-C2 alkyl), wherein each of 
the C1-C4 alkyl groups in the foregoing groups may optionally contain one or two double or triple 
bonds; 

R^ is C1-C12 alkyl which may optionally contain from one to three double or triple bonds, aryl or {C1-C4 
alkylene)aryl, wherein said aryl and the aryl moiety of said (CrC4alkylene)aryl is selected from 
phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidinyl, imidazolyl, furanyl, 
benzofuranyl, benzothiazolyl, isothiazolyl, pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl, oxazolyl and 
benzoxazoiyi; C3-C8 cycloalkyi or (Ci-C6alkylene)(C3-C8 cydoalkyi), wherein one or two of the carbon 
atoms of said cycloalkyi and the 5 to 8 membered cycloalkyi moieties of said (Ci-C6aIkylene)(C3-C8 
cycloalkyi may optionally and independently be replaced by an oxygen or sulfur and wherein each of 
the foregoing R^ groups may optionally be substituted with from one to three substituents 
independently selected from chloro, fluoro, hydroxy and C1-C4 alkyl, or with one substituent selected 
from Ci-Ce alkoxy, -0C(=0)(Ci-C6 alkyl), -0C(=0)N(Ci-C4 alkyl)(CrC2 alkyl). -S(CrC6 alkyl), amino, - 
NH(Ci-CZ alkyl). -N(Ci-CZ alkyl)(Ci-C4 alkyl), -N(Ci-C4alkyl)-C0-(Ci-C4 alkyl). -NHC0(CrC4 alkyl), - 
COON. -C00(CrC4 alkyl), -CONH(Ci-C4 alkyl). -C0N(Ci-C4 alkyl)(CI-C2 alkyl), -SH, -CN. -N02. - 
S0(Ci-C4 alkyl), -S02(Ci-C4 alkyl). -S02NH(CrC4 alkyl) and -S02N(Ci-C4 alkyl)(CrC2 alkyl); 
-NR'R^ or CR'R^R'" may form a ring selected from saturated 3 to 8 membered rings, the 5 to 8 
membered rings of which may optionally contain one or two double bonds, and wherein one or two of 
the ring carbon atoms of such 5 to 8 membered rings may optionally and independently be replaced 
by an oxygen or sulfur atom or by NZ^ wherein Z^ is hydrogen or C1-C4 alkyl; 
R^ is hydrogen, C1-C4 alkyl, -0(Ci-C4 alkyl). chloro, fluoro, bromo, iodo. -S{CrC4 alkyl) or -S02(Ci-C4 
alkyl); 

R"* is hydrogen, C1-C2 alkyl, hydroxy or fluoro; 

each R®. R® and R^ that is attached to a carbon atom is selected, independently, from hydrogen, C1-C2 
alkyl, fluoro, chloro, bromo, iodo, hydroxy, hydroxymethyi, fonnyl, trifluoromethyl, cyano, amino, nitro, - 
0(Ci-C2 alkyl), -N(Ci-C2alkyl)(Ci-C2 alkyl), -S(CrC2 alkyl). -C0(Ci-C2 alkyl), -C(=0)H or -C(=0)0(Cr 
C2 alkyl), wherein each of the C1-C2 alkyl moieties in the foregoing R®, R^, and R^ groups may 
optionally contain one double or triple bond; and each R®, R®, and R® that is attached to a nitrogen 
atom is selected, independently, from hydrogen and C1-C4 alkyl; 

R^ is substituted phenyl, naphthyl, pyridyl or pyrimidyl, wherein each of the foregoing R^ groups is 
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substituted with from two to four substituents R'®, wherein from one to three of said substituents may 
be selected, independently, from chloro, d-Ce alkyi, -0(Ci-C6alkyl) and -{CrC6alkylene)0(Ci- 
Cealkyl), and wherein one of said substituents may be selected, independently, from bromo, iodo, 
fomnyl, cyano, trifluoromethyl, nitro, amino, -NH(CI-C4 alkyI), -N(Ci-C2alkyl)(Ci-C6 alkyI), -C(=0)0(Cr 
C4 alkyI), -C(=0)(CrC4 alkyI), -COON, -S02NH(CrC4 alkyl). -S02N(CrC2 alkyl)(CrC4 alkyi), - 
SO2NH2, -NHS02(CrC4 alkyl), -S(Ci-C6 alkyl) and -S02(Ci-C6 alkyl), and wherein each of the C1-C4 
alkyl and Ci-Ce alkyl moieties in the foregoing groups may optionally be substituted with one or two 
substituents independently selected from fluoro, hydroxy, amino, methylamino. dimethylamino and 
acetyl; 

R^ is hydrogen, methyl, halo, hydroxy, methoxy, -C(=0)(Ci-C2 alkyl), -C{=0)0(Ci-C2 alkyl), 
trifluoromethoxy, hydroxymethyl, trifluoromethyl or formyl; 
R^° is hydrogen, hydroxy, methoxy or fluoro; 
R^^ is hydrogen or C1-C4 alkyl; 
R^^ is hydrogen or methyl; and 

Z is NH, oxygen, sulfur, -N(Ci-C4 alkyl), or CR'^R^"* wherein R^^ and R^"* are independently selected 
from hydrogen, and methyl with the exception that one of R^^ and R^"^ may optionally be cyano; 
with the proviso that: (a) in the six or seven membered rings of structures in formula I, there can not 
be two double bonds adjacent to each other; and (b) when D is carbon and is double bonded to B, 
thenBisCR^R^ 

or a pharmaceutically acceptable salt of such compound. 

8. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of 

B 



or a pharmaceutically acceptable salt thereof, 

wherein the dashed lines represent optional double bonds; 

A is nitrogen or CR^; 

B is -NR'R^ -cr'r'r'°-c(=cr'r'')r\ -nhcr'r^r'°, -ocr'r^r'°. -scr'r^r'°, -cr'r'°nhr\ - 

CR^R'°0R\ -CR^R'°SR' or -COR^; 

J and K are each independently nitrogen or carbon and both J and K are not 15 nitrogens; 

D and E are each selected, independently, from nitrogen, CR"*, 0=0, C=S, sulfur, oxygen, OR"* R^ and 



G is nitrogen or carbon; 

the ring containing D. E, G, K. and J in fomriula I may be a saturated or unsaturated 5-membered ring 




NR®; 
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and may optionally contain one or two double bonds and may optionally contain from one to three 
heteroatoms in the ring and may optionally have one or two C=0 or C=S groups; 

is Ci-Ce alky! optionally substituted with one or two substituents independently selected from 
hydroxy, fluoro, chloro, bromo, iodo, -0-(Ci-C4alkyl), CF3, -C(=0)0-(CrC4alkyl), -0C(=0)(CrC4 
alkyi), -0C(=0)N(Ci-C4 aikyl){Ci-C2 alkyi), -NHC0(CrC4 alkyi), -COON. -COO(Ci-C4 alkyi), - 
C0NH(Ci-C4 alkyi), -C0N(CrC4 alkyl)(Ci-C2 alkyi), -S(CrC4 alkyi), -CN, -NO2, -S0(Ci-C4 alkyi), - 
S02(Ci-C4 alkyi), -S02NH(CrC4 alkyi) and -S02N(Ci-C4 alkyl)(Ci-C2 alkyi), wherein each of the CrC4 
alkyi groups in the foregoing R' groups may optionally contain one or two double or triple bonds; 
R^ is C1-CI2 alkyi which may optionally contain from one to three double or triple bonds, aryl or (Ci- 
C4alkylene)aryl, wherein said aryl and the aryl moiety of said (Ci-C4alkylene)aryl is selected from 
phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinoiyi, pyrazinyl, pyrimidinyl, imidazoiyi, furanyl, 
benzofuranyl, benzothiazolyUsothiazolyl, pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl, oxazolyl and 
benzoxazolyl; C3-C8 cycloalkyl or (Ci-C6alkylene)(C3-C8 cycloalkyi), wherein one or two of the carbon 
atoms of said cycloalkyl and the 5 to 8 membered cycloalkyl moieties of said (Ci-C6alkylene)(C3-Cg 
cycloalkyl) may optionally and independently be replaced by an oxygen or sulfur atom or by NZ^ 
wherein is selected from hydrogen, CrC4 alkyi, benzyl and C1-C4 alkanoyl, and wherein each of the 
foregoing R^ groups may optionally be substituted with from one to three substituents independently 
selected from chloro, fluoro, hydroxy and C1-C4 alkyi, or with one substituent selected from bromo, 
iodo, Ci-Ce alkoxy, -0C(=0)(CrC6 alkyi), -0C(=0)N(Ci-C4 alkyl)(C|-C2 alkyi), -S(Ci-C6 alkyi), amino, 
-NH(Ci-C2 alkyi), -N(Ci-C2alki^)(CrC4 alkyi), -N(Ci-C4alkyl)-C0-(CrC4 alkyi), -NHCO(Ci-C4 alkyi), - 
COON, -000(Ci-C4 alkyi), -C0NH(CrC4 alkyi), -C0N(Ci-C4 alkyl)(Ci-C2 alkyi), -SH, -CN, -NO2, - 
S0(Ci-C4 alkyi), -S02(Ci-C4 alkyi), -S02NH(CrC4 alkyi) and -S02N(Ci-C4 alkyl)(Ci-C2 alkyi); 
-NR^R^ or CR^R^R^° may form a saturated 3 to 8 membered carbocyclic ring which may optionally 
contain from one to three double bonds and wherein one or two of the ring carbon atoms of such 5 to 
8 membered rings may optionally and independently be replaced by an oxygen or sulfur atom or by 
NZ^ wherein 7? is hydrogen, CrC4 alkyi, benzyl or C1-C4 alkanoyi; 

R^ is hydrogen, CrC4 alkyi, -0(CrC4 alkyi), chloro, fluoro, bromo, iodo, (Ci-C2alkylene)-0-(Ci-C2 
alkyi), (Ci-C2alkylene)-0H, or -S(CrC4 alkyi); 

each R"* is, independently, hydrogen, (CrCe alkyi), fluoro, chloro, bromo, iodo, hydroxy, cyano, amino, 
(Ci-C2alkylene)-OH. CF3, CH2SCH3, nitro, -0(Ci-C4 alkyi), -N(Ci-C4alkyl)(Ci-C2 alkyi), -S(CrC4 alkyi), 
-C0(CrC4 alkyi), -C(=0)H or -C(=0)0(Ci-C4alkyl); 
R® is hydrogen, methyl or ethyl; 
R^ is hydrogen or C1-C4 alkyi; 

R^ is phenyl, pyridyl, pyrazinyl, pyrimidyl, pyridazinyl and wherein each of the foregoing R^ groups is 
substituted with from one to four substituents R'^ wherein one to three of said substituents may be 
selected, independently, from fluoro, chloro, Ci-Ce alkyi and -0{CrC6 alkyi) and one of said 
substituents may be selected from bromo, iodo, formyl, OiH, (Ci-C4alkyiene)-OH, (Ci-C4aIkylene)-0- 
(C1-C2 alkyi), -CN, -CF3, -NO2. -NH2, -NH(Ci-C4 alkyi), -N(Ci-C2alkyl)(Ci-C6 alkyi), -0C0(Ci-C4 alkyi). 
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(Ci-C4alkylene)-0-(CrC4 alkyi). -S(Ci-C6alkyl). (Ci-C4alkylene)-S-(Ci-C4 alkyi), -C(=0)0(Ci-C4 
alkyi), -C{=0)(Ci-C4 alkyi), -COON, -S02NH(Ci-C4 alkyi), -S02N(Ci-C2 alkyl)(Ci-C4 alkyi), .SO2NH2, - 
NHS02(Ci-C4 alkyi), -S(Ci-C6 alkyi) and -S02(CrC6 alkyi), and wherein each of the C1-C4 alkyi and 
Ci-Ce alkyi moieties in the foregoing groups may optionally have one or two double bonds; 

is hydrogen. C1-C4 alkyi, halo (e.g., chloro, fluoro, iodo or bromo), hydroxy, -0(Ci-C4 alkyi), - 
C(=0)(Ci-C4 alkyi). -C(=0)0(Ci-C4 alkyi), -OCF3, -CF3, -CH2OH or -CH20{Ci-C2 alkyi); 
R^° is hydrogen, hydroxy, methoxy or fluoro; 
R^^is hydrogen or C1-C4 alkyi; and 

with the proviso that: a) when both J and K are carbons and D is CR"* and E is nitrogen, then G can 
not be nitrogen; (b) when both J and K are carbons and D and G are nitrogens, then E can not be CR"^ 
or 0=0 or C=S; (c) when both J and K are carbons and D and E are carbons, then G can not be 
nitrogen; (d) when G is carbon, it must be double banded to E; and (e) in the ring containing J, K, D, E 
and G, there can not be two double bonds adjacent to each other; 

and the pharmaceutically acceptable salts of such compounds or a pharmaceutically acceptable salt 
of such compound. 

9. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula 

B 



wherein the dashed lines represent optional double bonds; 
A is nitrogen or CR^; 

B is-NR^R', -0R'R^R'°, -C(=CR^R'')R\ -NHCR'rV°. -0CR'R^R'°. -SCR'R^R'°, -CR'r'°NHR\ - 
CR^R^°0R\ -CR^R^°SR^ or -COR^; 

G is nitrogen or OR"* and is single bonded to all atoms to which it is attached, or G is carbon and is 
double bonded to K; 

K is nitrogen or OR® when double bonded to G or E, or K is oxygen, sulfur, 0=0. 0=S, CR®R^^ or 
NR® when single bonded to both adjacent ring atoms, or K is a two atom spacer, wherein one of 
the two ring atoms of the spacer is oxygen, nitrogen, sulfur, 0=0, C=S. CR^R^^, NR ®or OR®, 
and the other is CR®R^^ or OR®; 

D and E are each, independently, 0=O. 0=S. sulfur, oxygen, OR'^R® or NR® when single bonded 
to both adjacent ring atoms, or nitrogen or OR"* when it is double bonded to an adjacent ring 
atom; 

the 6- or 7-membered ring that contains D. E, K and G may contain from one to three double 
bonds, from zero to two heteroatoms selected from oxygen, nitrogen and sulfur, and from zero to 
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two C=0 or C=S groups, wherein the carbon atoms of such groups are part of the ring and the 
oxygen and sulfur atoms are substituents on the ring; 

is Ci-Ce alkyi optionally substituted with from one or two substituents independently selected 
from hydroxy, fluoro, chloro, bromo. iodo, CrC4 alkoxy, CF3, -C(=0)(Ci-C4alkyl), -C(=0)-0-(Ci- 
C4)alkyl, -0C(=0){Ci-C4 alkyI), -0C(=0)N(Ci-C4 alkyl)(CrC2 alkyI). -NHC0(Ci-C4 alkyI), -COON. 
-C00(CrC4 alkyI), -C0NH{CrC4 alkyI). -C0N(Ci-C4 aikylKd-Cz alkyI), -S(Ci-C4alkyl), -CN, - 
NO2. -S0(Ci-C4 alkyI), -S02(Ci-C4 alkyI), -S02NH(Ci-C4 alky!) and -S02N{Ci-C4 alkyl)(Ci-C2 
alkyI), wherein each of the C1-C4 alkyI groups in the foregoing R' groups may optionally contain 
one or two double or triple bonds; 

R^ is C1-C12 alkyI which may optionally contain from one to three double or triple bonds, aryl or 
(Ci-C4alkylene)aryl, wherein said aryl and the aryl moiety of said (Ci-C4alkylene)aryl is selected 
from phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazoyl, pyrimidinyl, imidazolyl, 
furanyl, benzofuranyl, benzothiazolyl, isothiazolyl, pyrazolyl, pyrrolyl, indolyl, pyrrolopyridyl, 
oxazolyl and benzoxazolyl; Cs-Ce cycloalkyi or (Ci-Ce alkyleneXCa-Cs cycloalkyi), wherein one 
or two of the carbon atoms of said cycloalkyi and the 5 to 8 membered cycloalkyi moieties of 
said (Ci-Ce alkylene)(C3-C8 cycloalkyi may optionally and independently be replaced by an 
oxygen or sulfur atom or by NZ wherein Z is hydrogen, C1-C4 alkyI or benzyl, and wherein each 
of the foregoing R^ groups may optionally be substituted with from one to three substituents 
independently selected from chloro, fluoro, hydroxy and C1-C4 alkyI, or with one substituent 
selected from Ci-Ce alkoxy, -0C(=0)(Ci-C6 alkyI), -0C(=0)N(Ci-C4 alkyl)(CrC2 alkyI), -S(Ci-C6 
alkyI), amino, -NH(Ci-C2 alkyI). -N(Ci-C2alkyl)(CrC4 alkyI), ■N(Ci-C4 alkyl)-C0-(Ci-C4 alkyI), - 
NHC0(Ci-C4 alkyI), -COON, -C00(CrC4 alkyl), -C0NH(CrC4 alkyI), -C0N(Ci-C4 alkyl)(Ci-C2 alkyi), 
-SH, -CN, -NO2. -S0(Ci-C4 alkyl), -S02(CI-C4 alkyl), -S02NH(CrC4 alkyl) and -S02N(Ci-C4 alkyl)(Ci- 
C2 alkyl); 

-NR'R^ or CR^R^R^° may form a ring selected from saturated 3 to 8 membered rings, the 5 to 8 

membered rings of which may optionally contain one or two double bonds, and wherein one or two of 

the ring carbon atoms of such 5 to 8 membered rings may optionally and independently be replaced 

by an oxygen or sulfur atom or by NZ^ wherein Z^ is hydrogen, benzyl or C1-C4 alkyl; 

R^ is hydrogen, C1-C4 alkyl, -0(Ci-C4 alkyl), chloro, fluoro, bromo, iodo, -S(CrC4 alkyl) or -S02(Ci-C4 

alkyl); 

each R®, R^ and R'^ is selected, independently, from hydrogen and CrC2 alkyl; 
each R"^ and R® that is attached to a carbon atom is selected, independently, from hydrogen and CrCe 
alkyl, fluoro, chloro, bromo, iodo, hydroxy, hydroxy (C1-C2 alkyl), trifluoromethyl, cyano, amino, nitro, - 
0(Ci-C4 alkyl), -N(Ci-C4 alkyl)(Ci-C2 alkyl), -CH2SCH3, -S(Ci-C4 alkyl), -C0(Ci-C4 alkyl), -C(=0)H or - 
C{=0)0(Ci-C4 alkyl), wherein each of the C1-C2 alkyl moieties in the foregoing R"* and R® groups may 
optionally contain one double or triple bond; and R®, when attached to a nitrogen atom, is selected 
from hydrogen and C1-C4 alkyl; 

R^ is substituted phenyl, naphthyl, pyridyl or pyrimidyl, wherein each of the foregoing R^ groups is 
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substituted with from two to four substituents R^^, wherein up to three of said substituents may be 
selected, independently, from chloro, CrCe alkyl. -0(CrC(3all<yl) and -(Ci-C6alkylene)0{CrC6alkyl), 
and wherein one of said substituents may be selected, independently, from bromo, iodo, formyl, 
cyano, trifluoromethyl, nitro, amino, -NH(Ci-C4 alkyl), -N(Ci-C2alkyl)(Ci-C6 alkyl), -C(=0)0(Ci-C4 
alkyl), -C(=0)(Ci-C4 alkyl). -OOOH. -S02NH(CrC4 alkyl), .S02N(CrC2 alkyl)(CrC4 alkyl), .SO2NH2, - 
NHS02(CrC4 alkyl). -(Co-Cialkylene)-S(Ci-C2alkyl), -(Co-Cialkylene)-SO-(CrC2alkyl), -(Co- 
C|alkylene)-S02-(CrC2alkyl) and -(CrC4alkylene)-0H, and wherein each of the C1-C4 alkyl and Ci-Ce 
alkyl moieties in the foregoing groups may optionally be substituted with one or two substituents 
independently selected from fluoro, hydroxy, amino, methylamino, dimethyiamino and acetyl; 
R^ is hydrogen, methyl, halo (e.g., chloro, fluoro, iodo or bromo), hydroxy, methoxy, -C(=0){Ci-C2 
alkyl), -C(=0)0(Ci-C2 alkyl), hydroxymethyl, trifluoromethyl or formyl; 
R^° is hydrogen, hydroxy, methoxy or fluoro; and 
R^^ is hydrogen or C1-C4 alkyl; 

with the proviso that in the ring containing D, E, K and G of formula I, there can not be two double 
bonds adjacent to each other; 

and the pharmaceutically acceptable salt of such compound. 

10. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula 



wherein each of R^ and R^ is independently a halogen atom; a C1-C15 hydroxyalkyi radical; C1-C5 
alkyl; C1-C10 aralkyi; C1-C5 alkoxy; trifluoromethyl; nitro; nitrile; a group - SR where R is hydrogen, 
a C1-C5 alkyl radical or a C7-C10 aralkyi radical; a group S-CO-R where R is a C1-C5 alkyl radical or 
aralkyi in which the aryl portion is Ce-Cs and the alkyl portion is C1-C4; a group -COOR where R' is 
hydrogen or C1-C5 alkyl; a group -CONR'R" where R' and R" are as defined above for R'; a group - 
NR'R" where R* and R" are as previously defined for R'; a group -CONRaRb or NRaRb, where Ra 
and Rb, taken together with the nitrogen atom to which they are attached, form a 5- to 7- 
membered heterocyclic ring; or a group -NHCO-NR'R", where R' and R" are as defined above for 
R'; R^ is hydrogen or as defined for R' and R^ is a hydrogen atom;Ci-5 alkyl; halogen; a 
hydroxymethyl group; or a formyl group; R^ is C1-C5 alkyl; a C3-C7 cycloalkyi group; a 
cycloalkylalkyi group in which the cycloalkyi portion is C3-C7 and the alkyl portion is CrCs; or Cs-Ce 
alkenyl; n is O or 1; R® is C1-5 alkyl; alkoxyalkyi in which the alkyl portions are CrCs; C3-C7 
cycloalkyi; a cycloalkylalkyi group in which the cycloalkyi portion is C3-C7 and the alkyl portion is 
C1-C5; a cycloalkyloxyalkyi radical in which the cycloalkyi is C3-C7 and the alkyl is C1-C4; a 
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hydroxyalkyloxyalkyl radical in which the alkyls are C2-C10; or an alkoxyalkyloxyalkyi radical in 
which the alkyls are C3'Ci2; and Z is an optionally substituted bi- or tricyclic aromatic or 
heteroaromatic group; and stereoisomers and/or addition salts thereof. 
1 1 . (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula 



including the stereoisomers and the pharmaceutically acceptable acid addition salt forms thereof, 
wherein 

isNRVor OR^ 
R^ is CrCealkyI, Ci-Cealkyloxy or CrCealkylthio, 

R^ is hydrogen, d-Cealkyl, CrCealkylsulfonyl, CrCealkylsulfoxy or d-Ceaikylthio; 

R"^ is hydrogen, Ci-CealkyI, mono- or diCCa-Cecyloalkylmethyl, Ca-Cecyloalkyi, Ca-Cealkenyl, 

hydroxyCrCealkyI, Ci-CeakylcarbonyloxyCi-CealkyI or Ci-CealkyloxyCi-CealkyI; 

R^ is CrCealkyl, mono- or di(C3-C6cycloaIkyl)methyl, Ar^CHz, Ca-Cealkenyl, CrCealkyloxyCi-Cgalkyl, 

hydroxyd-Cealkyl, thienylmethyl, furanylmethyl, Ci-CealkylthioCi-CealkyI, morpholinyi, mono- or di(Cr 

CealkyOaminoCrealkyl, di(Ci-C6alkyl)amino, Ci-CealkylcarbonyiCi-Cealkyl, Ci-CealkyI substituted with 

imidazolyl; or a radical of formula -Alk-O-CO-Ar^; 

or R"^ and R^ taken together with the nitrogen atom to which they are attached may form a pyrrolidinyl, 
piperidinyl, homopiperidinyl or morpholinyi group, optionally substituted with Ci-CealkyI or Ci- 
CealkyloxyCi-Cealkyl; and 

Ar is phenyl; phenyl substituted with 1 , 2 or 3 substituents independently selected from halo, Ci- 
Cealkyl, trifluoromethyl, hydroxy, cyano, CrCealkyloxy, benzyloxy, d-Cealkylthio, nitro. amino and 
mono- or di(d-C6alkyl)amino; pyridinyl; pyridinyl substituted with I 2 or 3 substituents independently 
selected from halo, C^Cealkyl, trifluoromethyl, hydroxy, cyano, Ci-Cealkyloxy, benzyloxy, d- 
Cealkylthio, nitro, amino, mono- or di(Ci-C6aIkyl)amlno and piperidinyl; and wherein said substituted 
phenyl may optionally be further substituted with one or more halogens; 

Ar^ is phenyl; phenyl substituted with 1 , 2 or 3 substituents each independently selected from halo, d- 
Cealkyl, Ci-Cealkyloxy, di(Ci-C6alkyl)aminoCi-C6alkyl, trifluoromethyl and Ci-CealkyI substituted with 
morpholinyi; or pyridinyl; and Alk is Ci-Cealkanediyl; 
with the proviso that 5-methyl-3-phenyl-7-(phenylmethoxy)-pyrazolo[1 ,5-a]-pyrimidine and 2,5-di 
methyl-7-(methyIamino)-3-phenyl-pyrazolo[1.5-a]pyrimidine are not included. 
12. (Withdrawn) A pharmaceutical composition according to claim 1 wherein said corticotropin 
releasing factor antagonist is a compound of formula 
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X 

\ 

Ar 




including the stereoisonners and the pharmaceutically acceptable acid addition salt forms thereof, 
wherein 

X is S, SO or SO2; 

isNRVorOR^; 
R^ is CrCealkyl, d-Cealkyloxy or Ci-Cealkylthio; 

R^ is hydrogen, d-Cealkyl, Ci-Cealkylsulfonyl, Ci-Cealkylsulfoxy or Ci-Cealkylthio; 

R"* is hydrogen, Crealkyl, mono- or di{C3-C6cycloalky!)methyl, Ca-CecycloalkyI, Ca-Cealkenyl, 

hydroxyd-Ceaikyl, CrCealkylcarbonyloxyCi-Cealkyl or CrCealkyloxyCi-CealkyI; 

R^ is Ci-Csalkyl, mono- or di(C3-C6cycloalkyl)methyl, Ar^CHs. Ca-Cealkenyl, Ci-CealkyloxyCi-CealkyI, 

hydroxyCi-CealkyI, thienylmethyl, furanylmethyl, Ci-CealkylthioCrCealkyI, morpholinyl, mono- or di(Ci- 

CealkyOaminoCrCealkyl, di(Ci-C6alkyl)amino, Ci-CealkylcarbonylCi-CealkyI, CrCealkyl substituted 

with imidazolyl; or a radical of formula -Alk-O-CO-Ar I; 

or R"^ and R^ taken together with the nitrogen atom to which they are attached may form a pyrroiidinyl, 
piperidinyl, homopiperidinyl or morpholinyl group, optionally substituted with Ci-CealkyI or Ci- 
Ceal kyl oxy C 1 -Ceal kyl ; 

Ar is phenyl; phenyl substituted with 1, 2 or 3 substituents independently selected from halo, Cr 
Cealkyl, trifluoromethyl, hydroxy, cyano, Ci-Cealkyloxy, benzyloxy, Ci-Cealkylthio, nitro, amino and 
mono- or di(Ci-C6alkyI)amino; pyridinyl; pyridinyl substituted with 1, 2 or 3 substituents independently 
selected from halo, Ci-CealkyI, trifluoromethyl, hydroxy, cyano, Ci-Cealkyloxy, benzyloxy, Ci- 
Cealkylthio, nitro, amino, mono- or di(Ci-C6alkyl)amino and piperidinyl; and wherein said substituted 
phenyl may optionally be further substituted with one or more halogens; 

Ar^ is phenyl; phenyl substituted with 1, 2 or 3 substituents each independently selected from halo, Ci- 
Cealkyl, d-Cealkyloxy, di(d-C6alkyl)aminoCi-Cealkyl trifluoromethyl, and d-CealkyI substituted with 
morpholinyl; or pyridinyl; and Alk is d-Cealkanediyl. 

13. (Currently amended) A pharmaceutical composition according to claim 4 4 wherein said 
corticotropin releasing factor antagonist is a compound selected from the group consisting of: 
4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridlne; 

buty l- [2,5 - d i m e thyl 7 (2, 4 ,6 - tr i methy l ph e ny l ) - 6,7 - d i hydro - 5H - pyrro l o[2,3d]pyrim i din -4- y l ] e thyl - am i n e ; 

^ - (butyl -e thy l amino) 2,5 - dim o thyl 7 - (2,^,6 - trim e thy l ph e ny l ) - 5,7 - dihydropyrro l o[2,3 d]pyrimidin - 6 - on e ; 

4-(1-ethylpropoxy)-2,5-dimethyl-6-(2,4,6-trimethylphenoxy)-pyrimidine; 

N-butyl-N-ethyl-2,5-dimethyl-NN-(2.4,6-trimethylphenyl)-pyrimidine-4,6diamine; 

[4-(1-ethyl-propoxy)-3,6-dimethyl-pyridin-2-yl]-(2,4,6-trimethylphenyl)-amine; 

6 ( e thyl - propyl amino) 2,7 dimothyl -9- (2, 4 ,6 - tr i m e thylph e ny l ) - 7, 9- dihydropur i n - 8 - on e ; 
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3 - {(^ - m e thyl - b e nzy l >[3,6 - dim e thyl - 1 - (2,4,6 - trim e thy l ph e ny l ) - 1 H pyrazo l o[3.^d]pyr i m i d i n - ^ yl] am i no} - 
propan - 1 o l ; 

d ie thyl [6 m e thy l 3 mothy l su l fanyl 1 - (2,^,6 - tr i chlorophonyl) - 1 H - pyrazolo[3,4d]pyr i midin - 4 - yl] am i n e ; 
2 - {butyl - [6 - m e thy l- 3 - m e thyl6ulfanyM - (2.^,6 tr i ch l oroph e ny l ) - 1 H pyrazo l o[3,^d]pyrim i din 4 yl] amino} - 
e thano l ; 

dibutyl - [6 - m e thy l 3 mothylsu l fany l 1 - (2, ^ .6 - trich l oroph e ny l ) - 1 l-l - pyrazo l o[3,^ - d]pyrim i din 4 y l ] am i n e ; 
butyl -e thy l- [6 - m e thy l- 3 - m e thyl6u l fany l- 1 - (2,^,6 - trich!orophQnyl) 1H pyrazo l o[3. 4- d]pyrim i din 4 y l ] - 
a m i n e ; 

buty l-e thy l- [6 - m e thyl - 3 - m e thy l su l fany l- 1 - (2,^,6 - tr i Ghloroph e nyl) - 1 H - pyrazolo[3.4 - d]pyrimidin 4- yl] - 
a min e ; 

buty l- oyc l opropylm e thyl - [6 - m e thyl - 3 m e thy l su l fany l- 1 (2, 4 ,6 - triGhloroph e nyl)1 H - pyrazo l o[3, 4- 
d]pyrim i d i n -4- y l ] - am i n e ; 

d i- 1 - propyl - [6 m e thyl 3 - m e thylsu l fany l- 1 - (2, 4 ,6 - tr i chloroph e nyl) - 1 H pyrazo l o[3,4 d]pyrimidin - 4 - y l ] - 
amin e ; 

dia ll yl [6 m e thy l- 3 - m e thy l su l fanyl - 1 ■ (2,4,6 tr i oh l oroph e nyl) 1 H - pyrazolo[3,4 - d]pyrimidin -4 y l ] amin e ; 
buty l-e thy l [6 - ch l oro - 3 - m e thy l sulfanyl - 1 - (2, 4 ,6 tr i ch l oroph e ny l ) - 1 H - pyrazo l o[3, 4 d]pyr i midin - 4 - yl] - 
amin e ; 

buty l e thy l [6 - m e thoxy 3 - m e thylsulfanyl - 1 - (2,4,6 - trichloroph e nyl) - 1 H pyrazo l o[3, 4 d]pyr i midin - 4 - y l ] - 
am i n e ; 

propyl -e thy l- [3,6 d i mothyl - 1 (2, 4 ,6 tr i m e thylph e ny l ) - 1 H - pyrazo l o[3,4 - d]pyrimidin - 4 - yl] - amin e ; 

4 - (1 -e thyl propyl) - 6 - m e thyl - 3 - m e thy!su l f a ny l- 1 - (2,4,6 trim e thylph e nyl) 1 H pyrazolo[3, 4 d]pyrim i din e ; 
n - butyl e thy l- [2,5 - d i m e thy l- 7 - (2,4,6 trim e thy l ph e ny l ) - 7H - pyrrolo[2,3 - d]pyr i mid i n - 4 - y l ]amine; 

di - n - propy l [2,5 dim e thy l- 7 - (2, 4 ,6 trim e thylph e ny l ) - 7H - pyrro!o[2,3 d]pyrim i d i n -4- y l ]amino; 
e thyl - n - propyl - [2,5 d i mothy l- 7 - (2, 4 ,6 - tr i m e thy l ph e ny l ) - 7H - pyrrolo[2,3 d]pyr i mid i n 4 y l ]am i no; 
d ie thyl - 2,5 - d i m e thyl - 7 - (2, 4 ,6 - trim e thylph e nyl) - 7H - pyrrolo[2,3 d]pyrimidin 430 y!]amin e ; 
n - butyl -e thyl [2,5,6 thm e thy l J (2, 4 ,6 - tr i m e thy l ph e ny l ) - 7H - pyrrolo[2,3 - d]pyr i m i d i n - 4 - yl]a min e ; 
2 - {N - n-buty l- N - [2,5 - dim e thyl - 7 - (2,4,6 - tr i m e thy l ph e nyl) 7H pyrrolo[2.3 d]pyrimidin -4- y l ]amino} -e thano l ; 

4 - (1 -e thy l- propy l ) 2,5,6 - trim e thy l- 7 - (2,4.6 tr i m e thylph e ny l ) - 7H - pyrro l o[2,3 d]pyrim i d i n o ; 
n - buty l e thyl - [2,5 - d i m e thy l- 7 - (2,4 - d i m e thylph e ny l ) 7H pyrro l o[2,3 d]pyrimidin - 4 - y l ]amino; 
2,5 - dim e thy l- 7 (2,4,6 trim e thy l phony l ) - 7H pyrro l o[2,3 - d]pyrimidy l- 4 - y l ] - (1 e thyl propy l )amino; 
buty l- [3,6 - d i m e thy l 1 (2,4,6 - trim e thylph e nyl) - 1 H - pyrazolo[3, 4 b]pyridin 4 - yl] -e thylam i no; 
[3,6 dim e thyl 1 (2,^,6 trimothy l phony l ) 1 H pyrazo l o[3,4,b]pyridin 1 y l ] (1 
m e thoxym e thy l propyl) - amin e ; 

4 - (1 - m e thoxym e thy l propoxy) - 3,6 - d i mothy l 1 - (2, 4 ,6 trim e thylph e ny l ) 1 H pyrazo l o[3,^ b]pyrid i no; 
(1 -e thy l propy l ) - [3,5,6 trim e thyl - 1 (2,4,6 - tr i m e thy l ph e ny l ) - 1 H pyrazo l o[3,4 - b]pyr i d i n - 4 y l ] amino; 
4- (1 -e thylpropoxy) - 2,5 dim e thy l 7 (2,4,6 trim o thylph o ny l ) 7H - pyrrolo[2,3 - b]pyridin e ; 
4 - (1 -e thylpropoxy) - 2,5,6 trimothyl 7 - (2,4,6 - trim e thylph e nyl) - 7H - pyrro l o[2,3 - b]pyridino; - 
4 - (1 e thy l propoxy) - 2,5 - dim e thyl 7 - (2,6 - dimothyl - 4 - bromop h e nyl) - 7H - pyrro l o[2,3 - b]pyridin o ; 
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2,5,6 - trim e thyl - 7 (1 propylbuty l ) 4 (2i 4 ,6 - tr i m e thylphenoxy) - 7H pyrro l o[2,3 - d]pyrimid i no; 
1 - (1 -e thy l propy l ) 6 m e thyl ^ (2,4,6 - tr i m e thy l ph e ny l amino) - 1,3 d i hydro -i m i dazo[^,5 c]pyr i d i n - 2 - 

mines' 

9 - (1 -e thy l propy l ) - 2 m e thy l- 6 - (2, ^ ,6 tr i m Q thy l ph e nylamino) - 7,9 - dihydro pur i n - 8 - on e : 

1 (1 e thy l propy l ) - 6 m e thyl - 4 - (2. 4 ,6 - tr i m e thy l ph e noxy) - 1,3 - dihydro - im i da2o[4,5 - c]pyrid i n - ^ 

1 - (1 -e thy l propy l ) 6 m e thy l-4- (2,4,6 - tr i m e thy l ph e noxy) - 1 H - im i d a zo[4,5 - c]pyrid i n e ; 

1 (1 -e thy l propy l ) - 3.6 - diin e thy l 4 (2, 4 ,6 - trim e thy l ph o noxy) 1,3 d i hydro -i nn i dazo[4,5 - o]pyridin 2 

1 - (1 -e thy l propyl) 3,6 d i m e thy l-4 (2,4,6 - trim e thy l ph e ny l am i no) - 1,3 - dihydro i m i dazo[4,5 - c]pyrid i n - 

2 - on e ; 

1 - (1 -e thylpropy l ) - 4,7 - d i m e thy l 5 (2,^,6 - trim e thy l ph e noxy) 1,4 d i hydro 2H - pyrido[3,4 - b]pyraz i n 3 on e ; 
1 - (1 -e thyl - propy l ) -4 ,7 d i m e thyl - 5 - (2,^,6 trimQthy l- ph e noxy) - 1 ,2,3,4 tetrahydro - pyr i do[3,4 - b]pyrazin e ; 
1 - (1 -e thyl propy l ) 7 mothyl - 5 - (2, 4 ,6 tr i m e thyl - ph e noxy) 1 ,2,3,4 - t e trahydro - pyr i do[3,4 - b]pyrazin e ; 
■ 1 - (1 -e thy l- propy l ) - 7 - m e thyl - 2 - oxo - 5 - (2,4,6 trinn e thy l- ph e noxy) - 1 ,2,3,4 t o tra - hydro [1 ,6]naphthyr i din e- 3 - 
c a rboxylic acid m e thy l e st e r; 

-e thyl propy l ) 7 m o thyl - 2 - oxo 5 (2, 4 ,6 - tr i m e thy l- ph e noxy) - 1 ,2,3,4 - t e tra - hydro [1,6]naphthyridin e- 3 
carboxy li c ac i d i sopropyl e st e r; 

1 - (1 -e thyl - propyi) 7 m o thy l- 5 - (2,4,6 - tr i m e thy l- ph e noxy) - 3,4 - d i hydro - 1 H - [1,6]naphthyrid i n - 2 - on e ; 
1 - (1 -e thy l propyi) - 7 - m e thy l 5 (2, 4 ,6 - trim e thy l ph e noxy) 1, 2,3,4 - t e trahydro[1,6]naphthyrid i n e ; 
15 1 - (1 e thy l- propy l ) - 7 m e thyl 5 (2,4,6 - trim e thy l- ph e noxy) - 1,4 - d i hydro - 2H - 3oxa - 1,6 - d i aza - 
n a phtha le n e ; 

1 - (1 -e thyl propyl) - 4,7 - d i m e thyl - 5 - (2,4,6 - trim e thy l- ph e noxy) - 1,4 - d i hydro - 2H3 - oxa - 1,6 - diaza - 
naphtha le n e ; 

l - (l -e thy l- propy l ) 3,7 d i m e thyl - 5 - (2,4,6 - trim e thy l ph e noxy) - 3, 4- d i hydro1 H - 3 - oxa - [1 ,6] - naphthyridin - 2 - 

1 (1 ethy l propyl) - 3,3,6 trim e thy l- 4 - (2,4,6 - tr i m e thy l- ph e noxy) - 2,3 - dihydro1 H - pyrro l o[3.2 - c]pyr i din e ; 
7 (1 -e thy l propoxy) - 5 - m e thy l- 3 - (2,4,6 - tr i m e thy l- ph e nyl) - pyrazolo[1 ,5a]pyr i mid i n e ; 
[2,5 - d i m e thyl - 3 (2,4,6 trim e thyl - ph e nyl) - pyrazo l o[1,5 - a]pyrimidin - 7 - yi] - (1 -e thylpropyl) -a min e ; 
(1 -e thy l- propyl) - [5 - m e thyl - 3 - (2, 4 ,6 - tr i m e thyl phenyl) - pyrazo l o[1,5 -a ]pyrimid i n7 - yl] amin e ; 
7 (1 othyl propoxy) 2,5 - dim e thyl - 3 - (2, 4 ,6 tr i mothyl - ph e ny l ) - pyrazolo[1 ,5 - a]pyr j m i dine; 
[2,5 - dimethyl - 3 - (2,4,6 - trim e thy l- ph e nyl) - pyrazo l o[1,5 -a ]pyr i mid i n - 7 yl] -e thylpropy l- am i n e ; 
[6 - bromo 5 bromom e thy l- 3 - (2,4,6 tr i m e thyl - ph e ny l ) 3H [1,2,3]triazo l o[ 4 ,5b]pyridin - 7 - yl] - (1 -e thyl - 
propy l ) - amin e ; 

(1 -e thy l- propy l ) - [5 m e thy l- 3 - (2, 4 ,6 - trim e thyl pheny l ) - 3H [1 ,2,3]triazo l o[4,5b]pyridin - 7 - y l ] -a min e ; 
[6 - bromo 5 mothyi 3 (2,4,6 trim o thyl pheny l ) 3H [1,2,3]tr i azolo[4,5 b]pyr i din7 - yl] (1 othyl propy l ) 
m e thyl - amin e ; 

7 - (1 -e thyl - propoxy) 5 m e thyl - 3 - (2,4,6 - tr i m e thyi - ph e ny l ) - 3H [1,2,3]tr j azo l o[4,5b]pyridin e ; 
4 - (1 -e thy l- propoxy) - 2,5 - dim e thyl - 7 - (2,4,6 - trim e thyl ph o nyl) - 5H pyrrolo[3,2d]pyrimidin e ; 
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(-»-) - 2,5 - d i m e thy l- 4 (t e trahydro - furan - 3 - y l oxy) - 7 - (2,^,6 trim e thy l- ph e ny l ) - 5H - pyrrolo [3.2 
d]pyrim i din e ; 

2,5 - d i m e thy l- ^ - (S) - (t e trahydro - furan - 3 - yloxy) - 7 - (2,^,6 trimothy l- ph e ny l ) - 5Hpyrro l o [3,2 
d]pyrim i din e ; 

2,5 - dim e thy l- ^ (1 propy l- butoxy) 7 - (2, 4 ,6 - tr i m e thy l- ph e ny l ) - 5H - pyrro l o[3,2d]pyrimid i n o ; 
4-se G - butyl 6 u l fany l- 2,5 dim e thy l- 7 - (2, 4 ,6 - tr i mothy l phony!) 5H pyrrolo[3,2d]pyrimidino; 
4 - (buty l-e thyl - am i no) 2,6 - d i m e thy l- 8 - (2,^,6 - tr i m e thyl ph e nyl) - 5,8 - dihydro - 6Hpyrido[2,3 
d]pyr i mid i n - 7 - on e ; 

8 - (1 -e thy l- propoxy) - 6 - m e thyl - ^ - (2,^,6 - trim e thy l- ph e nyl) - 3,^ - d i hydro - 1 H - pyr i do[2,3 - b] pyraz i n - 2 - 

8 - (1 -e thy l- propoxy) - 6 - m e thyl A (2,4, 6 - trim e thy l- ph e nyl) - 1 ,2,3, 4 t e tr a hydropyrido [2,3 b]pyraz i n e ; 

4 - (1 -e thy l propoxy) - 2 - m e thyl - 8 (2,4,6 - trim e thy l- ph e ny l ) quinolin e ; 5 - (1 - ethyl prQpoxy) - 7 - m e thy l- 
1 - (2, 4 ,6 tr i m e thy l- ph e ny l ) 1, 4 d i hydro - 2H - 3 ox a- 1,8 - d ia za - naphtha le n e ; 

5 - (1 -e thy l- propoxy) 7 - m e thyl - 1 - (2,4,6 - trim e thy l- ph e ny l ) - 1,2 - d i hydro - 3 - oxa - 1,8diaza - naphth ale n - 
4- on e ; 

8 - (1 -e thy l- propoxy) 1,6 - dim e thyl - 4 - (2, 4 ,6 trim e thy l- ph e ny l ) - 1,2,3, 4 t e trahydro - pyr i do[2,3 
b]pyrazin e ; 

(1 -e thy l- propy l ) - [2 - m e thyl - 8 - (2,4,6 - trinn e thy l ph e ny l ) - qu i no l in - 4 - y l ] amin e ; 
4 - (butyl -e thyl - am i no) 2,6 - d i m e thy l- 8 - (2,6 d i m e thy l- ^ - bromo - ph e ny l ) 5,8d i hydro - 6H - pyrido[2,3 
d]pyrim i din 7 on e ; 

4 - (buty l-e thyl - am i no) - 2 - m e thyl - 8 (2,6 - d i m e thy l- 4 - bromo ph e ny l ) 5,8 - dihydro - 6 H - pyr i do[2,3 - 
d]pyr i midin - 7 - on e ; 

4 - (1 -e thy l- propoxy) 2 m e thy l- 8 - (2,6 - dina e thyl 4- bromo - ph e nyi) - 5,8 - dihydro - 6Hpyr i do[2,3 - d^ 

Qf\Q' 

(buty l e thy l ) - [2 - m e thyl - 8 (2,6 d i m e thy l- 4 - bromo - ph e ny l ) - 5,6,7,8 - t e tr a hydropyrido[2.3 - d]pyr i midin -4- yl] - 
am i n e ; 

(propyl -e thy l ) - [2 - m e thy l- 8 - (2,6 dinn e thyl - 4 - bromo - ph e nyl) 5,6,7,8 - t e trahydropyr i do[2.3 - d]pyr i mid i n - 4 - 
y l ] - am i n e ; 

(di e thyl) - [2 - m e thy l 8 (2,6 - d i m e thy l- 4 - bromo ph e nyl) - 5,6,7,8 - t e trahydropyrido [2,3 - d]pyr i m i din -4 yl] - 
am i n e ; 

(1 -e thyl - propy l ) [2 mothyl - 8 - (2,6 - dim e thyl 4 bromo - ph e nyl) - 5,6,7,8 t e trahydro - pyrido[2,3 - d]pyr i m i din 
4 - yl] - am i n e ; 

(1 -e thyl - propoxy) - 2 m e thy l- 8 - (2,6 - d i nn e thy l- 4 - bromo - ph e ny l ) - 5,6,7,8t e trahydro - pyrido[2,3 
d]pyrim i dine; 

4 - (buty l-e thyl amino) 2 - m e thyl 8 - (2,4.6 - trim e thy l- ph e nyl) - 5,8 - dihydro 6Hpyr i do[2,3 - d]pyr i midin - 7 - ono; 
4 - (1 -e thyl propoxy) 2 m e thy l- 8 - (2,4,6 - trim e thyl - ph e ny l ) - 5,8 - d i hydro - 6Hpyrido [2,3 - d]pyrimidin - 7 - on e ; 
(butyl -e thy l ) - [2 - m e thyl 8 - (2,4,6 - trim e thyl - ph e nyl) 5,6,7,8 - t e trahydro - pyrido[2,3d] pyrim i din 4- yl] - am i no ^ 
(propyl -e thy l ) - [2 - m e thyl 8 (2,4,6 trim e thy l- ph e ny l ) - 5,6,7,8 - t e trahydro pyndo - [2,3 - d] pyr i midin - 4 - yl] - 
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a min e ; 

(cl ie thyl) - [2 - m e thyl 8 (2/, 6 tr i mothy l- ph e ny l ) - 5,6,7,8 - t 9 trahydro - pyr i do[2,3 - ci] pyr i m i d i n A y l ] - amin e ; 
(1 -e thy l- propy l ) - [2 - m e thyl - 8 - (2^ 4 .6 tr i m e thyl - ph e ny l ) - 5,6,7,8 - t e trahydropyr i do[2,3 - d] pyr i m i din - ^ - y l ] - 
amin e ; 

(1 -e thyl - propoxy) 2 methy l 8 (2,^,6 trim e thy l pheny l ) - 5,6,7,8 - t e tr i ahydropyrido[2,3 d] pyr i m i din e ; 
8 - (1 e thy l propoxy) - 6 - m e thy l ^ (2,6 - dim e thy l ^ - bromo - ph e ny l ) - 3.^ - dihydro1 H pyrido [2,3 - b]pyrazin - 2 - 

8 (1 e thy l propoxy) - 6 - m e thy l- ^ - (2,6 - dim e thyl^ bromo - ph e ny l ) - 1,2,3,4 - t e trahydro pyrido[2,3 
b]pyr a z i n e ; 

^ - (1 e thy l propoxy) - 2 m e thy l- 8 - (2,6 - dim e thyl 4- bromo - ph e ny l ) - q uinol i n e ; 

5 - (1 e thy l propoxy) - 7 m e thyl 1 (2.6 - dim e thyl 4- bromo - ph e nyl) - 1,^ - dihydro 2H3 oxa - 1,8 - d i aza - 

naphthal e n e ; 

5 - (1 -e thy l- propoxy) 7 m e thyl - 1 (2,6 d i m e thyl -4 bromo - ph e ny l ) 1,2 dihydro - 3oxa 1,8 diaza - naphthal e n - 
^ - on e ; 

8 - (1 -e thy l- propoxy) - 1 ,6 - dim e thyl - ^ - (2,6 - dimothyl - 4 - bromo ph e ny l ) - 1 ,2,3, 4 t e trahydro - pyrido[2,3 
b]pyrazin e : 

5 (1 -e thyl propy l ) - [2 - m e thyl - 8 - (2,6 - dim e thy l A bromo pheny l ) - qu i nolin ^ - y l ]amin e ; 
^- (butyl -e thy l- am i no) 2,6 - dim e thyl 8 (2,6 - dim e thyl ■ ^ - ch l oro - ph e nyl) - 5,8d i hydro - 6H - pyrido[2,3 ' 
d]pyrimidin 7 one; 

8 - (1 -e thyl - propoxy) 6 m e thyl A (2,6 dim e thy l 4 chloro - ph e nyl) 3,^ - d i hydro 1 H - pyrido[2,3 - b]pyraz i n - 2 - 

8 - (1 -e thy l propoxy) - 6 m e thyl - 4 - (2,6 - dim e thyl A Gh l oro - ph e ny l ) - 1.2,3, 4 tQtrahydro - pyr i do[2,3 
bjpyrazino; 

4- (1 - e thy l propoxy) 2 m e thy l- 8 (2,6 - d i m e thy l-4- ch l oro - ph e nyl) quino li n e ; 

5 - (1 -e thy l propoxy) 7 m e thy l- 1 - (2,6 - d i m e thy l- 4 - ch l oro ph e nyl) - 1, 4 d i hydro - 2H - 3 oxa 1,8 diaz a 
naphtha le n e ; 

5 - (1 -e thy l propoxy) - 7 - m e thyl 1 (2,6 - dim e thyl 4- chiere-phenyl) - 1,2 - d i hydro - 3oxa - 1,8 diaza naphtha lo n 
4- on e ; 

8 - (1 -e thyl propexy) 1,6 dim e thy l-4 (2,6 - d i m e thyl - 4 ch l oro ph e nyl) 1,2,3,4t e trahydro pyrido[2,3 - 
bjpyraz i n e ; 

(1 -e thyl - propyl) [2 m o thyl - 8 - (2,6 d i m e thyl - 4 - Ghlero - ph e nyl) - quinolin 4 yl]amine; 

8 - (1 - hydrexymothyl propexy) 6 methy l- 4 - (2,4,6 trim e thyl - ph e nyl) 3,4 dihydrel H pyr i do[2.3 - b]pyraz i n 

2 - on e ; 

8 - (1 - hydroxym e thy l- propylamino) - 6 - m e thyl 4 - (2,4,6 - tr i m e thyl - ph e ny l ) - 3, 4 dihydre - 1 H pyrido[2,3 
b]pyraz i n - 2 - on e ; 

8 - (1 -e thy l propy l amino) - 6 - m e thyl 4- (2,4,6 - tr i m e thyl phonyl) - 3,4 d i hydro - 1 Hpyr i do[2,3 b]pyrazin 2 one; 
8 - d ie thylamino - 6 - m e thyl - 4 - (2,4, 6 - trim e thy l ph e nyl) 3,4 dihydro - 1 H pyr j do[2,3 b] pyraz i n 2 on e ; 
8 - ( e thy! - propy l- amino) - 6 - m e thyl - 4 - (2.4 ,6 trimethy l- ph e ny l ) - 3,4 dihydro 1 Hpyr i do[2,3 - b]pyra2 i n - 2 - on e ; 
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8 - (butyl -e thy l-a m i no) - 6 - m e thyl - ^ - (2,^,6 - tr i m e thy l ph e ny l ) 3,^ - d i hydro 1 Hpyrido [2,3 b]pyraz i n 2 on e ; 
8 - (1 - hydroxym e thy l- propoxy) - 6 - m e thy l A (2, 4 ,6 - tr i m e thy l- ph e ny l ) 1,2,3, 4 t e trahydro - pyr i do[2,3 - 
b]pyraz i n e i 

8 - (1 hydroxym e thy l- propy l amino) 6 - m e thy l ^ (2, 4 ,6 - tr i m e thy l- ph e ny l ) - 1,2,3,^tetrahydro 
pyr i do[2,3 - b]pyrazin e ; 

5 8 - (1 -e thy l- propy l amino) - 6 - m e thyl - ^ (2, 4 ,6 tr i m e thy l- ph e ny l ) - 1 ,2,3,'1t e trahydro - pyrido[2,3 
b]pyrazin e ; 

8 - d ie thy l am i no - 6 - m e thy l- ^ - (2,^,6 - tr i mothy l ph e ny l ) 1,2,3, 4- t e trahydropyr i do[2,3 - b]pyraz i no; 
8 - ( 8 thyl - propy l- amino) - 6 - m e thy l- ^ - (2,4,6 trim e thyl - ph e ny l ) - 1, 2,3, 4 t e trahydro - pyrido[2,3 
b]pyraz i n e : 

8 - (buty l e thy l- amino) - 6 - m e thyl -4 (2,^,6 trim e thy l- ph e ny l ) 1,2,3,4 totrahydropyrido[2,3 b]pyrazin e ; 
4 - (1 - hydroxym e thy l propoxy) - 2 - m e thy l 8 (2,4,6 trim o thy l- ph e nyl) - qu i no l in e ; 
4 - (1 - hydroxym e thy l- propylamino) - 2 - m e thy l- 8 - (2,4,6 - trim e thy l ph o ny l ) - quino li n e ; 
A (1 e thy l propylam i no) - 2 - m e thy l- 8 (2,4.6 trim e thy l ph e ny l ) - quino li ne; 
4 - di e thylamino - 2 - m e thy l- 8 - (2,4,6 - trim e thyl - phenyl) - quinol i n e ; 
4 - ( e thyl propy l- amino) - 2 m e thyl 8 - (2, 4 ,6 trim e thy l- ph e nyl) quinolin o ; 

4 - (butyl e thy l- am i no) - 2 - m e thy l 8 (2, 4 .6 tr i mothy l- ph e nyO qu i nolin e ; 

5 - (1 - hydroxym e thyl - propoxy) - 7 - m e thy l 1 (2,4,6 - trim e thy l ph e nyl) - 1,4 - dihydro2H - 3 oxa 1,8 d ia za 
n a phtha le n e ; 

5 - (1 - hydroxym e thy l- propy l am i no) 7 - m e thyl 1 (2,4,6 - trim e thy l- ph e nyl) - 1.4d i hydro - 2H - 3 - oxa 1,8 
diaza naphtha le n e ; 

5 - (1 -e thy l propy l am i no) - 7 - m e thy l 1 - (2,4,6 trim e thy l- ph e nyl) - 1,4 - dihydro - 2H 3 oxa - 1.8 - d i aza" 
naphthal e n e ; 

5 - d ie thylam i no - 5 - m e thy l- 1 - (2, 4 ,6 trim e thy l- ph e ny l ) - 1,4 - d i hydro 2H 3 oxa - 1.8diaza - naphthal e n e ; 
5 - ( e thy l- propy l- am i no) - 7 - m e thy l 1 - (2,4,6 - trim e thy l ph o ny l ) - 1, 4 "d i hydro - 2H - 3oxa - 1.8 - di a z a- 
naphtha le n e ; 

8 - (buty l-e thy l- am i no) 6 - m e thy l 4 (2,4,6 - tr i m e thy l- ph e ny l ) - 1,4 - d i hydro - 2H - 3oxa - 1,8 - d i aza 
naphtha le n e ; 

4 - (2, 4- d i Gh l oroph e ny l ) - 5 - m e thy l "2 - [N - (1 - (m e thoxym e thy l ) - 1 - (naphth - 2 y l ) m o thyl) N 
propy l am i no]thiazo l e; 

oxalat e of 1 - (2,4 dichloroph e nyl) 5 - m e thyl - 2 - [N - (6 - m e thoxyisoquino l- 5 yl) Npropylamino]thiazolo; 
oxa l at e of 4 - (2 ch l oro 4 - m e thoxyph e nyl) - 5 - m e thyl - 2 - [N (6 m e thy l isoquinol - 5 - yl) - N - 
propylamino]thiazol o ; 

4 - (2 - chloro - 4 - m e thoxyph e nyl) 5 m e thyl - 2 - [N - (1 - m e thoxyGarbonylm e thyl i ndol5 yl) N 
propylamino]th ia zo io ; 

oxalat e of 4 - (2 chloro 4 - m e thoxyph e ny l ) - 5 - m e thyl - 2 - [N - (6 - m e thoxy i soqu i no l 5 yl) N 
propyl a mino]thiazol e ; 

oxa l at e of 4 - (2 - chloro 4 - m e thoxyph e ny l ) 5 m e thyl - 2 - [N - (6 - ch l oroisoquinol - 5 - yl) - N - 
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propylam i no]th i azo le ; 

oxalat e of ^ - (2 - ch l oro ^ - m e thoxyph e nyl) - 5 - m e thyl 2 - [N (6 m e thoxyisoqu i no l- 5 - yl) N 
propylamino]th i azol e ; 

^ - (2 - ch l oro - ^ - m e thoxyph e nyl) - 5 - m e thy l- 2 - [N1 m e thoxynaphth - 2 - yl) N propy la mino]thiazo loi 
oxalate of 4 - (2 ch l oro 4 - tr i fluoromothy l ph e nyl) 5 - m e thyl 2 [N - 6m e thoxyisoquino l 5 yl) N 
propylam i no]thiazo lo ; 

ch l orhydrat e of ^ (2 chloro A mothoxyph e ny l ) 5 m e thy l 2 [N (2 e thoxynaphth - 1 - yl) - N - 
propy l amino]th i a2o lo ; 

chlorhydrat o of ^ (2 ch l oro A mothoxyph e ny l ) 5 m o thyl 2[N (2,3 d i m o thylnaphth 1 yl) N 
propy l am i no]thiazolo; 

chlorhydrat o of 4 (2 ch l oro 4 m e thoxyph e nyl) 5 m e thy l- 2 [N (6 - bromo - 2m e thoxynaphth - 1 - y l ) N 
propylam i no]thia2olo; 

ch l orhydrat e of ^ (2 ch l oro - ^ - m e thoxyph e ny l ) - 5 m e thy l 2 [N - (2,6dim e thylnaphth 1 yl) N 
propy l amino]th i azo le ; i 

ch l orhydrat o of ^ - (2 - chloro - ^ - m e thoxyph e ny l ) 5 - m e thyl 2 [N - (1(m e thoxym e thyl) 1 - (naphth 2 
y l )m e thy l ) N - propy l amino]thiazol e : 

chlorhydrateof 4 - (2 ch l oro - ^ - m e thoxyph e nyl) - 5 - m e thyl - 2 - [N - (1(cyclopropyl)1 (naphth - 2 yl)mothyl) N 
propy l am i no]thiazol e ; 

3 - (2,^ - dichloroph e ny l ) - 5 - m e thyl 7(N - propyl N - cyc l opropan e m e thy l amino)30 pyrazo l o[2,3 
a ]pyrimid i n e ; 

3 - (2,4 d i ch l oroph e ny l ) 5 - m e thy l- 7 - (N-al l y l N cyc l opropanom e thylamino)pyrazo l o[2,3 - a]pyr i m i d i n o ; 
2 - m e thy l thio - 3 - (2, 4 d i ch l oroph e ny l ) - 5 - m e thyl - 7 - (N,N d i a l ly l amino)pyrazo l o[2,3 - a]pyrimidin e ; 
2 - m e thy l th i o - 3 - (2, 4- d i chloroph e ny l ) - 5 m e thyl 7 - (N - buty l N cyc l opropan e m e thyl -a mino)pyrazolo[2,3 
a]pyr i midino; 

2 - m e thy l thio - 3 - (2, 4 dichloroph e nyl) - 5 - m e thy l- 7 - (N propyl - N - cyclopropan e m e thyl - amino)pyrazo l o[2.3 
a]pyrimid i n e ; 

2 - m e thy l 3 (^ - ch l oroph e nyl) - 5 - m e thy l- 7 - (N,N - dipropylamino) pyrazo l o[2,3 - a] pyrim i din o ; 

3 - [6 - (d i mothylam i no) 3 pyr i diny! - 2,5 - dim e thy l- N,N - d i propy l pyrazolo[2,3 - a] pyr i m i din 7 am i no; 
3 - [6 - (d i m e thy l amino) 4- m e thy l- 3 - pyr i diny l ] 2,5 d i m e thy l N,N - dipropy! - pyrazo l o[2,3 - a]pyr i midin e 7 
amin e ; 

3 - (2,^ - dim e thoxyph e nyl) - 2,5 - dimothy l- 7 (N propy l- N - m e thyloxyothylam i no)pyrazolo(2,3 - a)pyrimid i no; 

7 - (N - di e thyl a mino) - 2,5 - d i m e thy l 3 (2 - m e thy l A m e thoxyphenyl [1 ,5 - a]pyrazo l opyrim i d i no; 

7 - (N - (3 cyanopropyl) N propy l am i no - 2,5,dim e thyl - 3 - (2.^ - dim e thylph e ny l ) - [1,5a] - pyrazo l opyrimidino; 

[3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl]-(1-ethyl-propyl)-amine; 

[2-(4-chloro-2,6-dimethyl-phenoxy)-3,6-dimethyl-pyridin-4-yl]-(1-ethyl-propyl)-amine; 

cyclopropy l m e thyl - [3 - (2,^ - dim e thy l - ph e ny l ) 2,5 - d i m e thyl pyrazolo[1 .5a]pyrimidin 7 - yl] - propyl - amin o ; 

cyclopropylm e thyl - [3 - (2 - m e thyl - 4 chloro - ph e nyl) - 2,5 dimethyl pyrazolo[1,5a]pyrimid i n - 7 - yl] propy l 

amin e ; 
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cyc l opropy l m e thyl - [3 (2.^ - di - Gh l oro ph e nyl) - 2,5 - d i m e thyl pyrazo l o[1,5 - a]pyr i midin - 7 - yl] propy l- amin e ; 
[3 - (2 - m e thy [- 4 - ch l oro - ph e nyl) - 2,5 - d i m e thy l- pyra2olo[1 ,5 a]pyr i mid i n - 7 - yl]d i propy l amino; 
[2,5 - dim e thyl - 3 - (2,^ - dim e thyl ph e ny l ) - pyrazolo[1 , 5 a]pyr i m i d i n - 7 - yl] - (1 ethylpropy l ) am i n e ; 
[2,5 - dim e thy l- 3 (2,^ dichloro - ph e nyl) - pyr a zo l o[1 ,5 - a]pyr i midin - 7 - y l ] - (1 e thylpropy l ) - am i n e ; 
4-(1-ethyl-propyIamino)-6-methyl-2-(2,4,6-trimethyl-phenoxy)-nicotinic acid methyl ester; 
3 - [6 - (dim e thylam i no) - 4 - m e thy l- 3 - pyrid i ny l ] - 2,5 - dim e thy l N propy l Noyc l opropy l m e thyl ■ 
pyra2o l o[2,3 - a]pyr i m i d i n 7 a min e ; and 

3 - [6 - (d i m e thy l amino) - 4 - m e thyl 3 - pyr i d i ny l ] - 2,5 - d i m e thy l- N -e thy l- NGyG l opropylm e thy l- 
pyrazolo[2,3 - a]pyrim i din - 7 - amin e, 

wherein said growth hormone secretaaoque is a compound of formula IV: 



or a stereoisomeric mixture thereof, a diastereomericallv enriched, diastereomericallv pure, 
enantiomericallv enriched, or enantiomericallv pure isomer thereof, or a prodruc of such 
compound, mixture, or isomer thereof, or a pharmaceuticallv acceptable salt of the compound, 
mixture, isomer, or prodrug, wherein: 

HET is a heterocyclic moiety selected from the group consisting of 




IV 
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d is 0. 1 . or 2: 
e is 1 or 2: 
f is Oor 1: 

n and w are 0. 1 . or 2. provided tliat n and w cannot both be O at the same time: 
is oxvaen or sulfur: 

A is a divalent radical, wherein the left hand side of the radical as shown below is connected to C" and 
the right hand side of the radical as shown below is connected to C. selected from the group 
consisting of-NR^-CO-NR^-. -NR^-SOg-NR^-. -0-CO-NRV -NR'^-CO,-. -CO-NR^-CO-. -CO-NR^- 
C(R^R^°)-. -C(R°R^ °)-NR='-CO-. -C(R'R^°VCfR°R^°)-C(RV°)-. -SO,-CfR°R^°)-C(R'R^°)-. -CfR°R^°VO- 
C0-. -C(R^R^°)-0-Cm'R^°V. -NR'-CO-aR'R^°V. -0-CO-C(R°R^°K -C(R^R^°)-C0-NR'-. -CO-NR^- 
CO-.-C(R^R^°)-COr-. -C0-NR^-C(R^R^°VC(R'R^°VI -C0^C(R°R^°V -CfR^R^°)-C(R°R^°)-C(RV°)- 
C(R^R^°K -SOg-NR^-C(R°R^°)-C(R^R^°K -C(R^R^°VC(R^R^°)-NR'-C0-.-C(R^R^°)-C(R'R^°)-0-C0-. - 
NR^-CO-C(R^R^°)-C(R^R^°V -NR'-SO,-C(R'R^VCfR^R^V -0-CO-CfR^R'°)-C(R'R^°)-CfR'R'°)- 
C(R^R^°)-CO-NR^-. -C(R^R^°VCfR°R^°)-CO-. -C(RV°)-NR^-C0,-. -CfR'R^°)-0-CO-NR^-C(R°R^°)- 
NR^-CO-NR^-. -NR^-CO,-CfR°R^°V. -NR^-CO-NR^-C(R°R^°)- -NR^-SOo-NR^-CfR^R^")- -0-CO-NR^- 
C(R^R^°V. -CO-N =C(R^^VNR^-. -CO-NR^-CR" =N-. CR^R^°-NR^^CR^R^°-C(R°R^°)- -C0,-C(R°R^°V 
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CfR^R^')-. -NR^-CfR^^)=N-CO- -C(R"R^°VC(R^R^°VNfR^^CfR"R^°)-NR^'-. -N=C(R^)-NR'-C0-. - 

C(R^R^°)-C(R^R^°)-NR^-SOo-. -C(R"R^°VCfR^R^°VSO.-NR^-. -CfR^R^^VCfR^R^'VCOo-. -CfR^R^")- 

SO.-C(R^R^°V. -aR'R'^) -CrR^R^°)-SO.- -0-C(R^R^^C(R"R^°V -CfR'R^°)-C(R^R^°)-0- -C(R^R^°)- 

CO-CfR'R^V. -C0-C(R'R^°VC(R'R^°V. and -C(R'R^°VNR'-S0.-NR'-: 

Q is a covalent bond or CH?: W is CH or N: 

X is CR^R^^ C=CH.. or C=0: Y is CR^R^°. O. or NR': 

Z is C=0. C=S. or SO?: 

is hydrogen, halo, hydroxy, nitro. amino, cvano. phenyl, carboxvl, -CONHq. -C i-C ^alkvl optionally 
independently substituted with one or more phenyl, one or more halooen. or one or more hydroxy 
groups. -C i-Cd alkoxv optionally independently substituted with one or more phenyl, one or more 
halogen, or one or more hydroxy groups. -C i-C £alkyithio. phenoxy. -C09-(C i-C^ alkyi). N.N-di-(C i-C^ 
alkylamino). -Co-C r alkenyl optionally independently substituted with one or more phenyl, one or more 
halogen, or one or more hydroxy groups. -Co-Cg alkynyl optionally independently substituted with one 
or more phenyl, one or more halogen, or one or more hydroxy groups. -C yC g cycloalkyi optionally 
independently substituted with one or more C i-C^ alkyI groups, one or more halogen, or one or more 
hydroxy groups. -C i-C ^alkylamino carbonyl. or di-C i-Cd alkylamino) carbonyl: 

and are each independently selected from the group consisting of hydrogen, halo, hydroxy. -C i- 
Cd alkyI optionally independently substituted with one to three halo groups, and -C i-Cj _alkoxy 
optionally independently substituted with one to three halo groups: 
R^ is hydrogen. -CN. -(CH.)^NX^COX^. -(CH.)^NX'CO(CH.VA^ -(CH,)^NX^SQo(CHoVA\ ' 
(CH.),NX'SO.X^. -(CH .), NX^CONX^(CH.\A\ -(CH .) nNX'CONXy. -(CH.)^CONX'X^. - 
(CH.)^CONX'(CH A-A\ -(CH.) nCO.X'. -fCH.) , CO.(CH.VA\ -fCHo^^QX'. -(CHo)gOCOX^ - 
(CHp)nOOO(CH.VA\ -(CH.)^000NX^(CHA-A\ -(CH,)^OOONXy. -(CH3)3COX^ -(CH.).C0(CH3V 
A\ -(CH.)^NX'C02X'. 7CH .) ,NX'SO.NX'x'. "(CH.)gSO^'-(CHg).SOg.(CHgVA\ -Ci- Cinalkvl. - 
LCH.)t-A\ -(CH,)n-(C. -Ci cycloalkyi). -(CH.yY^-fC i-C g alkyI). 'fCH 2) gY^-(CH.)t-A\ or -(CH .yY^-fCHoV 
(Cg-Ci cycloalkyi): 

wherein the alkyI and cycloalkyi groups in the definition of R' are optionally substituted with C-i-C d 
alkyI, hydroxy. C ,-Ca alkoxv. carboxvl. - CONH?. -SO ^ (Ci-CR alkyl). -C02-(C i-C4 alkyI) ester. 1 H- 
tetrazoi-5-yl. or 1 . 2. or 3 fluoro groups: 

r is O. SO^. -CONX^-. -CH=CH-. -C=C-. -NX^CO-. -CONX^-. -CO.-. -OCONX^- or -0C0-: 
gisO. 1.2. 3. or 4: t is O. 1.2. or 3: 

said (CH2)g group and (CHA group in the definition of R' are optionally independently substituted with 
hydroxy. C i-C ^ alkoxy. carboxyl. -CONHg. - SO.'fC i'C g alkyI). -CO^-fC i-C^ alkyI) ester. 1 H-tetrazol-5- 
yl. 1 . 2. or 3 fluoro groups, or 1 or 2 C i-C ^ alkyI groups: 

R^^ is selected from the group consisting of hydrogen. F. CL Br. I. C i-C g alkyl. phenyl-fC i-C g alkyI). 
pyridyl-(Ci-Cg alkyl). thiazolyl-(C i-C g alkvl). and thienvl-(C i-C g alkyI). provided that R^^ is not F. CI. Br. 
or I when a heteroatom is vicinal to C": 

R^ is hydrogen. C i-Cg alkyl. -(Cn-C . alkyl)-(Cg -C g cycloalkyi). -(C i-C ^alkvD-A. or A. wherein the alkvl 
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groups and the cvcloalkvl groups in the definition of are optionally substituted with hydroxy. -CQ2 
X^ -CONXV. -NXy. -SO n.(Ci-C g alkvl). - CPA'. -COX^. CFg. CN, or 1, 2, or 3 independently 
selected halo groups; 

is selected from the group consisting of A'. C i - C in aikyl. -(C i-Cfi alkyl)-A\ - (C i-Cfi alkv!)-(CyC 7 
cycloalkyi). -(C i-Cg ^alkvl)-X'-(C i-C g alkvl). -(C i-C^ alkyl)-X'-(C n-Cg alkvD-A'. and -(C i-C ^alkyh-X'-fCi -q 
alkyl)-(Cg -Ci cycloalkvl): 

wherein the alkvl groups in the definition of R^ are optionally substituted with -SOJ Ci-C g alkvl). -CO? 
X3. 1. 2. 3. 4. or 5 independently selected halo groups, or '1 . 2. or 3 independently selected -OX^ 
groups; 

X' is O. SO. -NX^CO-. -CONX^-. -0C0-. -CO?-. -CX^=CX^-. -NX^CO.-. -OCONX^ . or C'C-: 
R"^ is hydrogen, C i-Cg alkvl. or G ^-C? cvcloalkvL or R"* taken together with R^ and the carbon atom to 
which they are attached form C r-Ci cvcloalkvl. Cg -Ci cvcloalkenvl, a partially saturated or fully 
saturated 4- to 8-membered ring having 1 to 4 heteroatoms independently selected from the group 
consisting of oxygen, sulfur, and nitrogen, or a bicvclic ring system consisting of a partially saturated 
or fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated, or fully 
saturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen: 

X^ is hydrogen or C i-Cg alkvl, or X"^ is taken together with R"^ and the nitrogen atom to which X"^ is 
attached and the carbon atom to which R"^ is attached and form a five to seven membered ring; 
R^ is a bond or is 



wherein a and b are each independently 0,1.2, or 3: 

X^ and X5a are each independently selected from the group consisting of hydrogen. CFg, A^ , and C i- 
Cg alkvl optionally substituted with A', 0X1 - SO."(C i-Cfi alkvl). -COo X^ C yCi cvcloalkvL -NX^X^ or - 
CONX^X^: 

or the carbon bearing X^ or X^ forms one or two alkylene bridges with the nitrogen atom bearing R^ 
and R° wherein each alkvlene bridge contains 1 to 5 carbon atoms, provided that when one alkvlene 
bridge is fomied then only one of X^ or X^^ is on the carbon atom and only one of R"^ or R^ is on the 
nitrogen atom, and further provided that when two alkvlene bridges are formed then X^ and X^a 
cannot be on the carbon atom and R^ and R^ cannot be on the nitrogen atom: 
or X^ taken together with X^^and the carbon atom to which they are attached form a partially saturated 
or fully saturated 3- to 7-membered ring, or a partially saturated or fully saturated 4- to 8-membered 
ring having 1 to 4 heteroatoms independently selected from the group consisting of oxygen, sulfur, 
and nitrogen: 

or X^ taken together with X^^and the carbon atom to which they are attached form a bicvclic ring 
system consisting of a partially saturated or fully saturated 5- or 6-membered ring, optionally having 1 
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or 2 heteroatoms independently selected from the group consisting of nitrogen, sulfur and 
oxygen, fused to a partially saturated, fully saturated, or fully unsaturated 5- or 6-mennbered ring, 
optionally haying 1 to 4 heteroatoms independently selected from the group consisting of nitrogen, 
sulfur, and oxygen: 

1} is a bond. O. or N-X^. proyided that when a and b are both O then is not N-X2 or O: 
R^and R^are each independently hydrogen or C i-C g alkyi optionally independently substituted with A'. 
■CO?-(C i-C g alkyi). -SO JCi-C g alkyi): 1 to 5 halo groups. 1 to 3 hydroxy groups. 1 to 3 -0-CO(C i^- 
Cin alky!) groups, or 1 to 3 C i-Cg alkoxy groups: or 

R' and R^can be taken together to form -(CH^). L-fCH^^r . wherein L is CXV. SO^, or NX^: 

R^and R'' are each independently selected from the group consisting of hydrogen, fluoro, hydroxy, 

and C i-C g alkyi optionally independently substituted with 1-5 halo groups: 

R^^ is selected from the group consisting of C i-C g alkyi and phenyl optionally substituted with 1-3 

substituents each independently selected from the group consisting of C i-C? ^ alkyi, halo, and C i-Cg 

alkoxy: 

R^^ is selected from the group consisting of C i-Cg alkylsulfonyl. C i-C^ alkanoyl. and C i-C s alkyi 
wherein the alkyi portion is optionally Independently substituted by 1-5 halo groups: 
A' for each occurrence is independently selected from the group consisting of C g-C? cycloaikenyl. 
phenyl, a partially saturated, fully saturated, or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of oxygen, sulfur, and 
nitrogen, and a bicyclic ring system consisting of a partially saturated, fully unsaturated, or fully 
saturated 5- or 6- membered ring, optionally haying 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen, fused to a partially saturated, fully saturated, or 
fully unsaturated 5- or 6-membered ring, optionally haying 1 to 4 heteroatoms independently selected 
from the group consisting of nitrogen, sulfur, and 30 oxygen: 

A^ for each occurrence is independently optionally substituted, on one or optionally both rings if A' is a 
bicyclic ring system, with up to three substituents. each substituent independently selected from the 
group consisting of F. CI. Br. I. OCF.. OCFoH. CF^. CH.. OCH^. -0X^ -CONX^X^ -C02 X6. oxo. C i- 
Cfi alkyi. nitro, cyano. benzyl. -SO ,(Ci-C g alkyi), 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy. 
halophenyl. methvlenedioxy. -NXV. - NX^COX^ -SO^NXy. -NX^SOg-phenyl. NX^SOX. - 
CONX^^X^^. -SOgNX^^X^l -NX'SOgX^'. -NX'CONX^^X^' -NX'SO.NX^^X^^. -NX'COX^^ imidazolvl. 
thiazolyl. and tetrazolyl. provided that if A' is optionally substituted with methylenedioxy then it can only 
be substituted with one methylenedioxy: wherein X^^ is hydrogen or C i-Cg alkyi optionally 
independently substituted with phenyl, phenoxy. C i 'Cs alkoxycarbonyl. -SO rn(Ci-C g alkyi), 1 to 5 halo 
groups. 1 to 3 hydroxy groups. 1 to 3 C i - C i n alkanoyloxy groups, or 1 to 3 C i-C g alkoxy groups: 
X^^ is hydrogen. C i-C g alkyi, phenyl, thiazolyl. imidazolyl. furyl. or thienyl. provided that when X^^ is not 
hydrogen, the X^^ group is optionally substituted with one to three substituents independently selected 
from the group consisting of CI. F. CHg, OCHj. OCFq. and CF;;: 

or X^^ and X^^ are taken together to form -(CH2)rL^'fCH9). . wherein is CXV. O. SO. or NX^: 
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r for each occurrence is independently 1 . 2. or 3: 

for each occunrence is independently hydrogen, optionally substituted C i-C g alkvl. or optionally 
substituted CyC ? cycloalkyl. wherein the optionally substituted C i-C g alkyi and optionally substituted 
C^-Ci cycloalkyi in the definition of are optionally independently substituted with -SO ^(Ci-C r alky!). 
-C02 X3. 1 to 5 halo groups, or 1-3 OX^ groups: 
X^ for each occurrence is independently hydrogen or C1-C r alkyI: 

X^ for each occurrence is independently hydrogen, optionally substituted C i-C g alkvl. halogenated C?- 
Cfi aikyl, optionally substituted C^-C7 cycloalkyl. haloaenated CyC ? cycloalkyl. wherein the optionally 
substituted C i-C g alkyI and optionally substituted C^-C i cycloalkyl in the definition of X^ are optionally 
independently mono or di-substituted with C i-Cd alkyl. hydroxy. C i-C ^ alkoxy. carboxyl. CONH?. - 
SO JCi-Cg alkyI). carboxylate (C i-C^ alkyl) ester, or 1 H-tetrazol-5-yl: or 

when there are two X^ groups on one atom and both X^ are independently C i-C r alkyl. the two C i-Cg 

alkyl groups may be optionally joined, and together with the atom to which the two X^ groups are 

attached, form a 4- to 9- membered ring optionally haying oxygen, sulfur, or NX^ as a ring member. 

wherein X^ is hydrogen or CrC g alkyl optionally substituted with hydroxy: 

m for each occurrence is independently 0. 1 , or 2; with the provisos that: 

X^ and X^^ cannot be hydrogen when attached to CO or SO? in the form COX^. COX^^ S02X^ or 

SO.X^^: and 

when is a bond then L is NX^ and each r in the definition -(CH9)rL-(CH9)r is independently 2 or 3 . 
14. (Currently amended) A pharmaceutical composition according to claim 13 wherein said 
corticotropin releasing factor antagonist is a compound selected from the group consisting of: 
4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethy!phenoxy)-pyridine; 
4-(1 -ethyl propoxy)-2.5-dimethyl-6-{2,4,6-trimethyl phenoxy)-pyrimidine; 
[4-(1-ethyl-propoxy)-3,6-dimethyl-pyridin-2-yl]-(2,4,6-trimethylphenyl)-amine; 

3 - {(^ - m e thyl - b e n2y l ) - [3,6 - dim e thy l- 1 - (2,^,6 - trim e thylphGnyl) - 1 H pyrazo l o[3,4d]pyrimid i n A y l ] 
am i no} - propan - 1 - o l ; 

propy l-e thy l- [3,6 - dimethy l- 1 - (2,4,6 - tr i m e thylph e nyl) - 1 H - pyrazo l o[3, ^- d]pyr i midin - ^ - y l ] amino; 
e thy l n propy l- [2,5 - dim e thyl - 7 - (2,4,6 - tr i m e thy l ph e nyl) 7H pyrro l o[2,3d]pyr i mid i n ^ - yl]amin o ; 

2 - {N - n - butyl - N - [2,5 - d i m e thy l- 7 - (2, 4 ,6 - tr l m e thy l ph e ny l ) - 7H - pyrro l o[2,3d]pyrim i d i n ^ - y l ]am i no} 
e thano l ; 

[3,6 - d i m e thy l 1 (2,^,6 tr i m e thy l phonyO I H pyrazo l o[3,4.b]pyrid i n A y l ] - (1 - m e thoxym e thylpropy l ) 
amin e ; 

4 - (1 -e thylpropoxy) 2,5 - dim e thy l 7 (2,4,6 trim e thy l ph e nyl) - 7H - pyrro l o[2,3b]pyr i din e ; 
2,5,6 - trim e thy l- 7 - (1 pro pylbuty l ) 4 - (2, 4 ,6 - trim e thy l phenoxy) - 7H - pyrro l o[2,3 - d]pyr i midino; 
1 - (1 -e thy l propyl) 6 mothy l- 1 (2,4,6 trim e thylph e noxy) - 1 ,3 - dihydro im i dazo[ 4 ,5o]pyr i din 2 on o ; 
l - (l -e thyl - propyl) 4,7 d i m e thy l 5 (2. 4 ,6 - tr i m e thyl - p h e noxy) - 1, 4 d i hydro2H - pyr i do[3,4 b]pyraz i n 

3 - on e ; 

1 - (1 -e thy l - pro py l ) -4 ,7 - dim 8 thy l 5 (2,4,6 - tr i m e thy l- p hon oxy) - 1,2,3, 4 t e trahydro pyr i do[3,4 
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b]pyraz i no; 

1 - (1 -e thy l pro py l ) 7 m e thyl - 2 - oxo 5 (2,^,6 tr i m e thy l- p h e n oxy) 1,2,3,^ - t e trahydro 
[1,6]naphthynd i no 3 - carboxy li c ac i d i sopropy l e st e r; 

1 - (1 e thy l propyl) 7 mQthyl - 5 - (2.4,6 - tr i nn e thy l- ph e noxy) - 1,^ - dihydro 2H 3oxa 1,6 d i az a 
naphthal e ne; 

(1 othy l propy l ) [5 mothy l- 3 - (2. 4 ,6 - trim 9 thyl - ph e ny l ) - pyrazo l o[1 ,5 - a]pyrim i din7 yl] am i no; 

7 - (1 -e thy l propoxy) - 2,5 - d i m e thy l- 3 - (2,^,6 trim 9 thy l- ph e ny l ) - pyrazolo[1,5a]pyr i m i d i n o ; 
^ - (1 -e thy l- propoxy) 2,5 - d i m e thy l 7 - (2, 4 ,6 - tr i m e thyl - ph e ny l ) - 5H pyrro!o[3,2d]pyrinnid i no; 
^ - (buty l-e thy l- am i no) - 2,6 - dim e thy l- 8 - (2,^,6 trim e thy l- ph e nyl) 5,8 dihydro 6H pyrido[2,3 
d]pyrimidin - 7 on e ; 

8 - (1 -e thy l- propoxy) 6 na e thyl -4 (2,/1,6 - trim e thyl ph e nyl) 1,2.3, 4 t e trahydropyr i do [2,3 - b]pyrazin e ; 
^ - (1 e thy l propoxy)-2 mothy l 8 (2,^,6 - trim o thy l- ph e nyl) - qu i nol i no; (1 -e thyl propyl) [2 m e thy l 8 
(2,^,6"tr j m e thy l- ph e nyl) - quino l in - ^ - y l ] amino; 

(propy l-e thyl) - [2 - m e thyl - 8 - (2,4,6 - trim e thy l phonyl) - 5,6,7,8 t e trahydro pyrido[2,3 - d] pyr i m i din - 4 - 
yl] - am i n e ; 

(1 e thy l propoxy) 2 mothyl 8 (2,^,6 tr i m o thyl ph e ny l ) 5,6,7,8 t o tr a hydropyrido[2,3 d] pyrimidino; 
8 - (1 - hydroxym e thyl - propy l amino) 6 - m e thy l 4 (2,4,6 - tr i m e thy l- ph e ny l ) - 3,4 - dihydro - 1 H pyr i do[2,3 
b]pyraz i n - 2 one; 

^ - (1 hydroxym e thy l propylamine) 2 - m e thyl 8 (2,^,6 - trim e thy l- ph e ny l )qu i no l in e ; 
5 - (1hydroxym e thy l propylam i ne) 7 - m e thyl - 1 - (2,^,6 trim o thy l- ph e nyl) - 1,^dihydro - 2H - 3 - oxa 1,8 
diaza - naphthal e n e ; 

[3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl]-(1-ethyl-propyl)-amine; 
cyc l opropy l m e thy l- [3 - (2, ^ - dim e thy l ph e nyl) 2,5 d i methyl pyr a zo l o[1,5a]pyrimid i n 7 y l ] - propy l 
am i n e ; 

[2,5 - d i m e thyl - 3 - (2,4 - dim e thyl - ph e ny l ) pyrazolo[1,5 a]pyr i midin 7 y l ] - (1 -8 thylpropy l ) - amin e ; 
3 - [6 - (d i m e thy l amino) - 3 - pyr i d i ny l- 2,5 - dim e thy l- N,N d i propy l pyr a zo l o[2,3 a] pyrimidin - 7 - amin e ; 
3 - [6 - (d i m e thylamino) -4- m e thy l 3 pyridiny l ] 2,5 - d i m e thy l N,N - dipropy l pyrazo l o[2,3 - a]pyr i m i din e 7 
am i n e ; 

3 (2,1 dimethoxyph o ny l ) 2,5 d i m e thy l 7 (N propy l N methy l oxy e thy l amino)pyra20 l o(2.3 
a)pyrimid i no; 

7 - (N diothy l amino) 2,5 - dim e thy l 3 (2 - m e thy l 4- m e thoxyph e ny l [1,5 a]pyrazolopyrim i d i n e ; a nd 
7 - (N (3 cyano propyl) N - propy] amino - 2, 5, dim e thyl 3 (2, 4- d i m e thy l ph e nyl) - [1,5a] - 
pyrazo l opyrimidin e. 

15. (Cancelled) A pharmaceutical composition according to claim 1 wherein said growth 
hormone secretagogue is a compound of formula IV: 
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IV 

or a stereoisomeric mixture thereof, a diastereomerically enriched, diastereomerically pure, 
enantiomerically enriched, or enantiomerically pure isomer thereof, or a prodrug of such 
compound, mixture, or isomer thereof, or a pharmaceutically acceptable salt of the compound, 
mixture, isomer, or prodrug, wherein: 

HET is a heterocyclic moiety selected from the group consisting of 




d is 0, 1, or 2; 
e is 1 or 2; 
f isOor 1; 

n and w are 0, 1, or 2, provided that n and w cannot both be O at the same time; 
is oxygen or sulfur; 

A is a divalent radical, wherein the left hand side of the radical as shown below is connected to C" and 
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the right hand side of the radical as shown below is connected C. selected from the group consisting 
of -NR^-CO-NR^-, -NR ^-SOj-NR^-. -O-CO-NR^-. -NR^-COa-, -CO-NR=^-CO-. -C0-NR2-C(R^R^''0)-, - 
C(R'R^°)-NR'-CO-.-C(R'r'°)-C(R'R^°)-C{R'R^°)-. -SOrC(R'R^°)-C(R'R^°)-C(R'R^°)-0-CO-,- 
C(R'R^°)-0-C(R'R^°)-, -nr'-co-ccr'r'")-. -0-C0-C(R*.R'°)-. -C(R'r''')-CO-NR'-, -co-nr'-co-, - 
C(R'r'°)-C02-. -CO-NR2-C(R'R^°)-C(R^R^°)-C02-C(R^R'°)-.-C(R'r'°)-C(R'r'°)-C(R'R'°)-C(R^R'°)-.- 
S02-NR2-C(R'r'°)-C(R^R^°)-. -C{R'r'°)-C(R'r'°)-NR2-C0-. -C(R'r'°)-C(R'R^°)-0-CO-, -nr^-co- 
C(R'R^'')-C(R'R'°)--NR'-S02-C(R'r'°)-C(R'R^°)--0-C0-C(R'r'°)-C(R'r'°)-C(R'r'°)-C(R'r'°)-C0- 
NR'-, -C(R'r'°)-C(R'r'°)-CO- -C(R'r'°)-NR'-C02-C(R'r'°)-0-C0-NR^ -c(r'r'°)-nr'-co-nr'-, - 
NR^-C02-C(R^R'°)-, -NR^-C0-NR'-C(R^R'°)-, -NR'-S02-NR'-C(R^R'°)-. -0-C0-NR'-C(R'R'°)-. - 
C0-N=C(R^')-NR'-, -C0-NR'-C(R")=N-. -C(R^R'°)-NR''-C(R'r'°)-. -NR''-C(R'r'°)- -nr^'- 
C(R'R^°)-C(R'r'°)- -C02-C(R'r'°)-C(R'r")- -NR'-C(R'')=N-C0-, -C(R'r")-C(R'r'°)-N(R'^)-, 
-C(R'r"')-NR''-, -N=C(R")-NR'-C0-, -C(R'r''')-C(R'r''')-NR'-S02-. -C(R^R''')-C(R'r'°)-S02- 
NR'-, -C(R'r'°)-C(R'r'°)-C02- -C(R^R'")-S02-C(R'r'°)- -C(R'r'°)-C{R'r"')-S02- -o- 
C(R^R^°)-C(R'r'°)- -C(R'r'°)-C(R'r'°)-0-, -C(R'R^°)-C0-C(R'R^°)-, -C0-C(R'R^°)-C(R'R^'')-. 
and -C(R®R'°)-NR^-S02-NR^-; 
Q is a covalent bond or CH2; 
W is CH or N; 

X is CR^R^°. C=CH2, or C=0; 
Y is CR^R^°. O, or NR^ 
Z is C=0, C=S, or SO2; 

is hydrogen, halo, hydroxy, nitro, amino, cyano, phenyl, carboxyl, -CONH2. -Ci-C4alkyl 
optionally independently substituted with one or more phenyl, one or more halogen, or one or 
more hydroxy groups, -C1-C4 alkoxy optionally independently substituted with one or more 
phenyl, one or more halogen, or one or more hydroxy groups, -C1-C4 alkylthio, phenoxy, -CO2- 
(C,-C4 alkyi), N,N-di-(Ci-C4 alkylamino), -C2-C6 alkenyl optionally independently substituted 
with one or more phenyl, one or more halogen, or one or more hydroxy groups, -C2-C6 alkynyl 
optionally independently substituted with one or more phenyl, one or more halogen, or one or 
more hydroxy groups, -C3-C6 cycloalkyi optionally independently substituted with one or more 
C1-C4 alkyI groups, one or more halogen, or one or more hydroxy groups, -C1-C4 alkylamino 
carbonyl, or di-Ci-C4 alkylamino) carbonyl; 

G2 and G^are each independently selected from the group consisting of hydrogen, halo, 
hydroxy, -C1-C4 alkyI optionally independently substituted with one to three halo groups, and - 
C1-C4 alkoxy optionally independently substituted with one to three halo groups; 
R^ is hydrogen, -CN, -(CH2)qNX^C0X', -(CH2)qNX^CO{CH2)-A\ -(CH2)qNX^S02(CH2)-A\ - 
(CH2)qNX®S02X^ -(CH2)qNX'CONX^(CH2),-A\ -(CH2)qNX'C0NXV, -(CH2)qC0NXV, - 

(CH2)qCONX^CH2),-A\ -(CH2)qC02X^ -(CH2)qC02(CH2),-A\ -(CH2)qOX^ -(CH2)qOOOX^ - 

(CH2)qOCO(CH2),-A\ -(CH2)qOCONX'(CH2)rA\ -(CH2)qOCONXV, -(CH2)qC0X^ - 

(CH2)qCO(CH2),-A\ -(CH2)qNX«C02X^ -(CH2)qNX'S02NXV. ■(CH2)qS0n,X'' - 
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(CH2)qSOrn(CH2)t-A\ -CrCio alkyi, -(CHsX-A, -(CH2)q-(C3-Ci cycloalkyi), -(CH2)g-Y'-(Ci-C6 alkyl), • 
(CH2)qV.(CH2)t-A\or -(CH2)q-Y^-(CH2)r(C3-Ci cycloalkyi); 

wherein the alkyl and cycloalkyi groups in the definition of are optionally substituted with C1-C4 
alkyl, hydroxy, C1-C4 alkoxy, carboxyl, - CONH2, -S0m-(Ci-C6 alkyl), -C02-(Ci-C4 alkyl) ester, 1H- 
tetrazol-5-yl, or 1 , 2, or 3 fluoro groups; 

Y' is O, SOm, -CONX®-, -CH=CH-, -C=C-, -NX^CO-. •CONX\ -CO2-, -OCONX®- or -0C0-; 
qisO, 1.2, 3, or 4; 
tisO, 1,2, or 3; 

said (CH2)q group and (CHA group in the definition of R' are optionally independently substituted with 
hydroxy. C1-C4 alkoxy. carboxyl, -CONH2, - S0m,-(Ci-C6 alkyl), -C02-(CrC4 alkyl) ester, 1 H-tetrazol- 
5-yl, 1 . 2, or 3 fluoro groups, or 1 or 2 CrC4 alkyl groups; 

R^^ is selected fronn the group consisting of hydrogen. F, CI, Br, I, Ci-Cq alkyl, phenyl-(Ci-C3 alkyl), 
pyridyl-(Ci-C3 alkyl), thiazolyl-(Ci-C3 alkyl), and thienyl-(Ci-C3 alkyl), provided that R^^ is not F. CI, Br, 
or I when a heteroatom is vicinal to C"; 

R^ is hydrogen, C1-C8 alkyl, -(C0-C3 alkyl)-(C3-C8 cycloalkyi), -(Ci-C4alkyl)-A', or A', wherein the alkyl 
groups and the cycloalkyi groups in the definition of R^ are optionally substituted with hydroxy, -C02 
X^ -CONXV, -NXV. -S0ni(Ci-C6 alkyl), - COA. -COX^ CF3. CN. or 1, 2. or 3 independently 
selected halo groups; 

R^ is selected from the group consisting of A, C1-C10 alkyl, -(Ci-CealkyO-A, - (Ci-Ce alkyl)-(C3-Ci 
cycloalkyi), -(d-Cs alkyl)-X'-(Ci-C5 alkyl), -(Ci-C5alkyl)-X'-(Co-C5 alkyl)-A. and -(Ci-C5alkyl)-X'-(Ci-C5 
alkyl)-(C3-Ci cycloalkyi); 

wherein the alkyl groups in the definition of R^ are optionally substituted with -SOmCCrCe alkyl), -C02 
X^, 1 , 2, 3, 4. or 5 independently selected halo groups, or 1 , 2, or 3 independently selected -OX^ 
groups; 

X' is O, SOm, -NX^CO-. -CONX^-, -0C0-, -CO2-, -CX^=CX^-, -NX^COz-, -OCONX^-, or-C*C-; 
R"^ is hydrogen, Ci-Ce alkyl. or C3-C7 cycloalkyi. or R'^ taken together with R^ and the carbon atonn to 
which they are attached form C5-C1 cycloalkyi, C5-C1 cycloalkenyl. a partially saturated or fully 
saturated 4- to 8-nnembered ring having 1 to 4 heteroatoms independently selected fronn the group 
consisting of oxygen, sulfur, and nitrogen, or a bicyclic ring system consisting of a partially saturated 
or fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated, or fully 
saturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen; 

X"^ is hydrogen or Ci-Ce alkyl, or X'* is taken together with R"* and the nitrogen atom to which X"^ is 
attached and the carbon atom to which R"* is attached and form a five to seven membered ring; 
R® is a bond or is 
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wherein a and b are each independently O, 1, 2, or 3; 

and X5a are each independently selected from the group consisting of hydrogen, CF3, A' , and Cr 
Ce alkyi optionally substituted with A'. OX^ - S0,-(Ci-C6 alkyi), -CO2 X2, C3-C7 cycloalkyi, -NXV, 
or -CONXV; 

or the carbon bearing X^ or X^fomris one or two alkylene bridges with the nitrogen atom bearing 
and R® wherein each alkylene bridge contains 1 to 5 carbon atoms, provided that when one alkylene 
bridge is fomied then only one of X^ or X^a is on the carbon atom and only one of R^ or R® is on the 
nitrogen atom, and further provided that when two alkylene bridges are fomried then X^ and X^^ cannot 
be on the carbon atom and R^ and R® cannot be on the nitrogen atom; 
or X^ taken together with X and the carbon atom to which they are attached form a partially 
saturated or fully saturated 3- to 7-membered ring, or a partially saturated or fully saturated 4- to 8- 
membered ring having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur, and nitrogen; 

or X^ taken together with X^^and the carbon atom to which they are attached form a bicyclic ring 
system consisting of a partially saturated or fully saturated 5- or 6-membered ring, optionally having 1 
or 2 heteroatoms independently selected from the group consisting of nitrogen, sulfur, and 30 

oxygen, fused to a partially saturated, fully saturated, or fully unsaturated 5- or 6-membered 
ring, optionally having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur, and oxygen; 

7} is a bond, O, or N-X^, provided that when a and b are both O then Z' is not N-X^ or O; 
R^ and R® are each independently hydrogen or CrCe alkyi optionally independently substituted with 
A, -C02-{Ci-C6 alkyi), -SOmCCrCe alkyi), 1 to 5 halo groups, 1 to 3 hydroxy groups, 1 to 3 -0-CO{Ci- 
C10 alkyi) groups, or 1 to 3 Ci-Ce alkoxy groups; or 

R^ and R^ can be taken together to form -(CH2), L-(CH2)r-, wherein L is CXV, SO,, or NX^; 

R® and R*° are each independently selected from the group consisting of hydrogen, fluoro, hydroxy, 

and Ci-C5 alkyi optionally independently substituted with 1-5 halo groups; 

R" is selected from the group consisting of C1-C5 alkyi and phenyl optionally substituted with 1-3 

substituents each independently selected from the group consisting of d-Cs alkyi, halo, and C1-C5 

alkoxy; 

R^^ is selected from the group consisting of C1-C5 alkylsulfonyl, C1-C5 alkanoyi, and C1-C5 alkyi 
wherein the alkyi portion is optionally independently substituted by 1-5 halo groups; 

for each occurrence is independently selected from the group consisting of C5-C7 cycloalkenyl, 
phenyl, a partially saturated, fully saturated, or fully unsaturated 4to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of oxygen, sulfur, and 
nitrogen, and a bicyclic ring system consisting of a partially saturated, fully unsaturated, or fully 
saturated 5- or 6 membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen, fused to a partially saturated, fully saturated, or 
fully unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms independently selected 
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from the group consisting of nitrogen, sulfur, and oxygen; 

for each occun-ence is independently optionally substituted, on one or optionally both rings if A' is a 
bicyclic ring system, with up to three substituents, each substituent independently selected from the 
group consisting of F, CI, Br, I, OCF3, OCF2H, CF3, CH3, OCH3, -OX^ -CONXV, - C02X^ 0x0, d'Ce 
alkyi, nitro, cyano, benzyl, -SOmCCrCe alkyi), 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl. methylenedioxy, -NX®X^ - NX^COX®, -SOzNX^x' -NX^SOs-phenyl. NX®S02X^ - 
CONX'^X'^ -S02NX''X'^ -NX^SOzX'^ -NX®CONX''x'^ -NX'S02NX''x'^ -NX^COX'^ imidazolyl, 
thiazolyl, and tetrazolyl, provided that if A^ is optionally substituted with methylenedioxy then it can 
only be substituted with one methylenedioxy; 

wherein X^^ is hydrogen or Ci-Ce alkyi optionally independently substituted with phenyl, phenoxy, d- 
Ce alkoxycarbonyl, -SOmCCi-Cg alkyi), 1 to 5 halo groups, 1 to 3 hydroxy groups, 1 to 3 Ci- C10 
alkanoyloxy groups, or 1 to 3 CrCe alkoxy groups; 

X^^ is hydrogen, Ci-Ce alkyi. phenyl, thiazolyl, imidazolyl, fury[, or thienyl, provided that when X'^ is not 
hydrogen, the X'^ group is optionally substituted with one to three substituents independently selected 
from the group consisting of CI, F, CH3, OCH3, OCF3, and C F3; 

or X" and X'^ are taken together to fomi -(CH2)r-L^-(CH2)r , wherein is CXV, O, SOm or NX^; 
r for each occurrence is independently 1 , 2, or 3; 

X^ for each occurrence is independently hydrogen, optionally substituted Ci-Ce alkyi, or optionally 
substituted C3-C7 cycloalkyi, wherein the optionally substituted CrCe alkyi and optionally substituted 
C3-C1 cycloalkyi in the definition of X^ are optionally independently substituted with -S0m(Ci-C6 alkyi), 
-C02 X^ 1 to 5 halo groups, or 1-3 OX^ groups; 
X^ for each occurrence is independently hydrogen or Ci-Ce alkyi; 

X® for each occurrence is independently hydrogen, optionally substituted Ci-Ce alkyi, halogenated C2- 
Ce alkyi, optionally substituted C3-C7 cycloalkyi, halogenated C3-C7 cycloalkyi, wherein the optionally* 
substituted Ci-Ce alkyi and optionally substituted C3-C7 cycloalkyi in the definition of X® are optionally 
independently mono-or di-substituted with C1-C4 alkyi, hydroxy, C1-C4 alkoxy, carboxyl, CONH2, - 
SOJCiCe alkyi), carboxylate (CrC4 alkyi) ester, or 1 H-tetrazol-5-yl; or 

when there are two X® groups on one atom and both X® are independently dCe alkyi, the two Ci-Ce 

alkyi groups may be optionally joined, and together with the atom to which the two X® groups are 

attached, form a 4- to 9- membered ring optionally having oxygen, sulfur, or NX^ as a ring member. 

wherein X^ is hydrogen or Ci-Ce alkyi optionally substituted with hydroxy; 

m for each occun^ence is independently 0, 1 , or 2; with the provisos that: 

X^and X'2 cannot be hydrogen when attached to CO or SO2 in the fomn COX®, COX'^, S02 X® or 

SOzX'^; and 

when R® is a bond then L is NX^ and each r in the definition -(CH2). L-(CH2). is independently 2 or 3. 
1 6. (Currently amended) A pharmaceutical composition according to claim +5 4 wherein said 
growth hormone secretagogue is 

2-amino-N-(2-(3a-(R)-benzyl-2-methyl-3-oxo-2,3,3a,4,6,7-hexahydropyrazolo-[4,3-c]pyridin-5-yl)-1- 
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(R)-ben2yloxymethyl-2-oxo-ethyl)isobutyramide; 

2-amino-N-(1-(R)-(2,4-difluoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3a(R)-pyridin-2-^^ 

trifIuoro-ethyl)-2,3,3a,4,67-hexahydro-pyrazolo-[4,3-c]pyridin-5-yl)-ethyl)-2-met^^ 

2-amino-N-{1(R)-benzyloxymethyl-2-[1,3-dioxo-8a(S)-pyridin-2ylmethyl-2-(2,2,2-trifl 

hexahydro-imidazo[1,5-a]pyrazin-7-yl]-2-oxoethyl}-2-methyl-propionamide; 

N-(1 (R)-((1 ,2-dihydro-1 -methanesulfonyl-spiro(3H-indole-3,4'-piperidin)-1 '-yl)carbonyI)-2- 

(phenylnnethyloxy)ethyl)-2-amino-2-methylpropanamide; or 

a prodrug of any of these compounds or a pharmaceutically acceptable salt of any of said compounds 
or said prodrugs. 

17. (Cancelled) A pharmaceutical composition according to claim 13 wherein said growth 
hormone secretagogue is a compound of formula IV: 



or a stereoisomeric mixture thereof, a diastereomerically enriched, diastereomerically pure, 
enantiomerically enriched, or enantiomerically pure isomer thereof, or a prodrug of such 
compound, mixture, or isomer thereof, or a pharmaceutically acceptable salt of the compound, 
mixture, isomer, or prodrug, wherein: 

HET is a heterocyclic moiety selected from the group consisting of 




IV 
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d is 0, 1 , or 2; 
e is 1 or 2; 
fisOorl; 

n and w are 0, 1 , or 2, provided tiiat n and w cannot both be O at the same time; 
is oxygen or sulfur; 

A is a divalent radical, wherein the left hand side of the radical as shown below is connected to C" and 
the right hand side of the radical as shown below is connected to C, selected from the group 
consisting of-NR^-CO-NR^-, -NR^-SOj-NR^-, -0-CO-NR^-, -NR^-COz-. -CO-NR^-CO-, -CO-NR^- 
C(R'r'°)-. -C(R'r'°)-NR^-CO-, -C(R'r'°)-C(R'r'°)-C(R'r'°)-. -S02-C(R'r'°)-C(R'r'°)-, -C(R'R^°)-0- 
C0-, -C(R®R^°)-0-C(R^R'°)-. -NR2-C0-C(R^R^'')-. -0-C0-C{R^R^°)-. -C(R®R'°)-C0-NR2-. -co-nr^- 
CO-,-C(R'R'°)-COr. -CO-NR'-C(R'r'°)-C(R'r'°)-I -C02-C(R'r'°)- -C(R'R'°)-C(RV°)-C(R'r'°)- 
C(R^R'°)-. -S02-NR2-C(R'r'°)-C(R^R'°)-, -C(R^R^°)-C(R^R'°)-NR^-C0-.-C(R^R''')-C(R®R'°)-0-C0-, - 
NR'-C0-C(R'r'°)-C(R'r'°)--NR^-S02-C(R'r"')-C(R'r''')--0-C0-C(R'r'°)-C(R'r'°)-C(R'r'°)- 
C(R^R'°)-CO-NR^-, -C(R^R'°)-C(R^R'°)-C0-, -C(R^R'°)-NR2-C02-. -C(R^R^'')-0-C0-NRVC(R®R'°)- 
NR^-CO-NR^-, -NR^-C02-C(R®R'°)-, -NR2-C0-NR^-C(R®R^°)- -NR^-S02-NR2-C(R*R'°)- -O-CO-NR^- 
C(R^R'°)-. -CO-N =C(R")-NR^-, -CO-NR^-CR'' =N-. CR^R'°-NR"CR^R'°-C(R^R'°)- -C02-C(R'r'°)- 
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C(R'r'°)-, -NR'-C(R'>N-C0- -C(R'R^°)-C(R'R^°)-N(R^')-C(R^R'°)-NR''-, -N=C(R^)-NR'-C0-. - 

C(R'R^°)-C(R'r'°)-NR'-S02-, -C(R'R^°)-C(R'R^°)-SOrNR'-, .C(R'R^°)-C(R'R^°)-C02-, -C(R'r'°)- 

S02-C(R'r'°)-. -C(R'R^°) -C(R'r^°)-S02- -0-C(R'R^°)-C(R'R^°)- -C(R'R^°)-C(R'r'°)-0- -C(R'R^°)- 

CO-C(R'r'°)-. -CO-C(R'r'°)-C(R'r'°)-, and -C(R'r'°)-NR'-S02-NR'-; 

Q is a covalent bond or CH2; W is CH or N; 

X is CRV°, C=CH2, or C=0; Y is CR®r'°, O, or NR^; 

Z is C=0, C=S, or SO2; 

is liydrogen, halo, hydroxy, nitro, amino, cyano, phenyl, carboxyl, -CONH2, -CrC4alkyl optionally 
independently substituted with one or more phenyl, one or more halogen, or one or more hydroxy 
groups, -C1-C4 alkoxy optionally independently substituted with one or more phenyl, one or more 
halogen, or one or more hydroxy groups, -CrC4alkylthio, phenoxy, -C02-{Ci-C4 alkyi), N,N-di-(Ci-C4 
alkylamino), -C2-C6 alkenyl optionally independently substituted with one or more phenyl, one or more 
halogen, or one or more hydroxy groups, -C2-C6 alkynyl optionally independently substituted with one 
or more phenyl, one or more halogen, or one or more hydroxy groups, -C^-Cq cycloalkyi optionally 
independently substituted with one or more C1-C4 alkyI groups, one or more halogen, or one or more 
hydroxy groups, -C1-C4 alkylamino carbonyl, or di-Ci-C4 alkylamino) carbonyl; 

and G^ are each independently selected from the group consisting of hydrogen, halo, hydroxy, -Ci- 
C4alkyl optionally independently substituted with one to three halo groups, and -C1-C4 alkoxy 
optionally independently substituted with one to three halo groups; 
R^ is hydrogen, -CN, -(CH2)qNX^C0X^ -(CH2)qNX®CO(CH2)rA^ -(CH2)qNX®S02(CH2)t-A\ " 
(CH2)qNX'S02X^ •{CH2)qNX®CONX^CH2)rA\ -(CH2)qNX®C0NX'X^ -(CH2)qC0NX'X^ - 
(CH2)gCONX^CH2)rA\ '(CH2)qC02X', -{CH2)gC02(CH2)t-A\ -(CH2)qOX^ -(CH2)gOCOX^ - 
(CH2)gOOO(CH2)rA\ -(CH2)qOOONX'(CHA-A\ -(CH2)qOOONXV, -(CH2)qCOX^ -(CH2),CO(CH2X- 
A\ -(CH2)qNX®C02X®, '(CH2)qNX®S02NX^X^ "(CH2)gSO^'-(CH2),SOm(CH2)rA\ -Ci- Cioalkyl, - 
(CH2)rA\ -(CH2)q-(C3-Ci cycloalkyi), -(CH2)qV-(CrC6 alkyI), *(CH2)qY'-(CH2)t-A\ or -(CH2)q-Y'-(CH2)t- 
(C3-C1 cycloalkyi); 

wherein the alkyI and cycloalkyi groups in the definition of R' are optionally substituted with C1-C4 
alkyI, hydroxy, C1-C4 alkoxy, carboxyl, - CONH2, -30^ (Ci-CealkyI), -C02-(Ci-C4 alkyI) ester, 1 H- 
tetrazol-S-yl, or 1 , 2, or 3 fluoro groups; 

r is O, SOni, -CONX®-, -CH=CH-, -C=C-, -NX^CO-, -CONX®-, -CO2-, -OCONX®- or -0C0-; 
q is 0, 1 , 2, 3, or 4; t is 0, 1 , 2, or 3; 

said (CH2)g group and (CHA group in the definition of R' are optionally independently substituted with 
hydroxy, CrC4 alkoxy, carboxyl, -CONH2. - S0,"(CrC6 alkyi), -C02-(Ci-C4 alkyI) ester, 1 H-tetrazol-5- 
yl, 1 , 2, or 3 fluoro groups, or 1 or 2 C1-C4 alkyI groups; 

R^^ is selected from the group consisting of hydrogen, F, CI, Br, I, C1-C6 alkyI, phenyl-(Ci-C3 alkyI), 
pyridyl-(Ci-C3 alkyI), thiazolyl-(Ci-C3 alkyI), and thienyl-(Ci-C3 alkyI), provided that R^^ is not F, CI, Br, 
or I when a heteroatom is vicinal to C"; 

R^ is hydrogen, C1-C8 alkyI, -(C0-C3 alkyl)-(C3-C8 cycloalkyi), -(CrC4 alkyl)-A', or A, wherein the alkyI 
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groups and the cycloalkyi groups in the definition of are optionally substituted with hydroxy, -C02 
X^ -CONX'X^ -NXV, -SOmCCrCe alkyi). - COA\ -COX^ CF3. CN. or 1 . 2, or 3 independently 
selected halo groups; 

is selected from the group consisting of A', Cr Cioalkyl. -(Ci-C6alkyl)-A', - (Ci-C6alkyl)-(C3-C7 
cycloalkyi), -(CrC5alkyl)-X'-(CrC5 alkyI), -(CrCsalkyO-X^Co-Cs alkyl)-A\ and -(CrC5alkyl)-X'-(Ci-C5 
alkyl)-(C3-Ci cycloalkyi); 

wherein the alkyI groups in the definition of R^ are optionally substituted with -S0m(Ci-C6 alkyI), -CO2 
X3, 1 , 2, 3, 4, or 5 independently selected halo groups, or 1 , 2, or 3 independently selected -OX^ 
groups; 

X' is O, SO, -NX^CO-, -CONX^-, -OCO-, -CO2-, -CX^=CX^-, -NX^COs-, -OCONX^_, or "C'C-; 
R"* is hydrogen, C^-Cq alkyi, or C3-C7 cycloalkyi, or R"* taken together with R^ and the carbon atom to 
which they are attached form C5-C1 cycloalkyi, C5-C1 cycloalkenyl, a partially saturated or fully 
saturated 4- to 8-membered ring having 1 to 4 heteroatoms independently selected from the group 
consisting of oxygen, sulfur, and nitrogen, or a bicyclic ring system consisting of a partially saturated 
or fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated, or fully 
saturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen; 

X"* is hydrogen or C1-C6 alkyI, or X'* is taken together with R"^ and the nitrogen atom to which X"* is 
attached and the carbon atom to which R'* is attached and form a five to seven membered ring; 
R® is a bond or is 



Ce alkyI optionally substituted with A, OX^ - S0,"(Ci-C6 alkyI), -CO2 X^ C3-C1 cycloalkyi, -NXV, or - 
CONXV; 

or the carbon bearing X^ or X^ forms one or two alkylene bridges with the nitrogen atom bearing R^ 
and R® wherein each alkylene bridge contains 1 to 5 carbon atoms, provided that when one alkylene 
bridge is formed then only one of X^ or X^^ is on the carbon atom and only one of R^ or R® is on the 
nitrogen atom, and further provided that when two alkylene bridges are formed then X^ and X^a 
cannot be on the carbon atom and R^ and R® cannot be on the nitrogen atom; 
or X^ taken together with X^^and the carbon atom to which they are attached form a partially saturated 
or fully saturated 3- to 7-membered ring, or a partially saturated or fully saturated 4- to 8-membered 
ring having 1 to 4 heteroatoms independently selected from the group consisting of oxygen, sulfur, 
and nitrogen; 

or X^ taken together with X^and the carbon atom to which they are attached form a bicyclic ring 
system consisting of a partially saturated or fully saturated 5- or 6-membered ring, optionally having 1 
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wherein a and b are each independently 0, 1 , 2, or 3; 

and X5a are each independently selected from the group consisting of hydrogen, CF3, , and Ci- 
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or 2 heteroatoms independently selected from the group consisting of nitrogen, sulfur, and 
oxygen, fused to a partially saturated, fully saturated, or fully unsaturated 5- or 6-membered ring, 
optionally having 1 to 4 heteroatoms independently selected from the group consisting of nitrogen, 
sulfur, and oxygen; 

1} is a bond, O, or N-X^ provided that when a and b are both O then 7} is not N-X2 or O; 
R^and are each independently hydrogen or Ci-C6 alkyi optionally independently substituted with A', 
-C0r(CrC6 alkyI), -SOmCCrCe alkyI); 1 to 5 halo groups, 1 to 3 hydroxy groups, 1 to 3 -0-CO(Ci- 
Cio alkyI) groups, or 1 to 3 CrCe alkoxy groups; or 

R* and R^ can be taken together to form -(CH2), L-(CH2)r , wherein L is CX^X^ SO^, or NX^; 

R® and R'' are each independently selected from the group consisting of hydrogen, fluoro, hydroxy, 

and C1-C5 alkyI optionally independently substituted with 1-5 halo groups; 

R^^ is selected from the group consisting of C1-C5 alkyI and phenyl optionally substituted with 1-3 

substituents each independently selected from the group consisting of C1-C5 alkyI, halo, and C1-C5 

alkoxy; 

R^^ is selected from the group consisting of C1-C5 alkylsulfonyl, C1-C5 alkanoyi, and C1-C5 alkyI 
wherein the alky! portion is optionally independently substituted by 1-5 halo groups; 
A' for each occurrence is independently selected from the group consisting of C5-C7 cycloalkenyl, 
phenyl, a partially saturated, fully saturated, or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of oxygen, sulfur, and 
nitrogen, and a bicyclic ring system consisting of a partially saturated, fully unsaturated, or fully 
saturated 5- or 6- membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur, and oxygen, fused to a partially saturated, fully saturated, or 
fully unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms independently selected 
from the group consisting of nitrogen, sulfur, and 30 oxygen; 

A^ for each occurrence is independently optionally substituted, on one or optionally both rings if A' is a 
bicyclic ring system, with up to three substituents, each substituent independently selected from the 
group consisting of F, CI, Br, I. OCF3, OCF2H. CF3, CH3. OCH3, -0X^ -CONXV, -C02 X6, 0x0, Ci- 
Ce alkyl, nitro, cyano, benzyl, -S0i(Ci-C6 alkyi), 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy. 
halophenyl, methylenedioxy, -NX®X^ - NX^COX®, -SOzNX^X^ -NX^SOa-phenyl, NX^SOX, - 
CONX^^X'^ -S02NX''X^^ -NX'S02X'^ -NX^CONX^^X'^ -NX'S02NX''X^^ -NX'COX'^ imidazolyl, 
thiazolyl, and tetrazolyl, provided that if A' is optionally substituted with methylenedioxy then it can only 
be substituted with one methylenedioxy; wherein X^^ is hydrogen or d-Ce alkyl optionally 
independently substituted with phenyl, phenoxy, Ci'Cs alkoxycarbonyl, -S0m(Ci-C6 alkyl), 1 to 5 halo 
groups, 1 to 3 hydroxy groups, 1 to 3 Ci- C10 alkanoyloxy groups, or 1 to 3 Ci-Ce alkoxy groups; 
X^^ is hydrogen, Ci-Ce alkyl, phenyl, thiazolyl, imidazolyl, furyl, or thienyl, provided that when X^^ is not 
hydrogen, the X^^ group is optionally substituted with one to three substituents independently selected 
from the group consisting of CI, F, CH3, OCH3, OCF3, and CF3; 

or X^^ and X^^ are taken together to form -(CH2)rL^'(CH2), , wherein is CX^X^ O, SO, or NX^; 
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r for each occurrence is independently 1 , 2, or 3; 

for each occurrence is independently hydrogen, optionally substituted Ci-Ce alkyi, or optionally 
substituted C3-C7 cycloalkyi, wherein the optionally substituted CrCe alkyI and optionally substituted 
C3-C1 cycloalkyi in the definition of are optionally independently substituted with -S0m(Ci-C6 alkyI), 
-C02 X3, 1 to 5 halo groups, or 1-3 OX^ groups; 
X^ for each occurrence is independently hydrogen or Cl-Ce alkyI; 

X^for each occurrence is independently hydrogen, optionally substituted Ci-Ce alkyI, halogenated C2- 
Ce alkyI, optionally substituted C3-C7 cycloalkyi. halogenated C3-C7 cycloalkyi, wherein the optionally 
substituted Ci-Ce alkyI and optionally substituted C3-C1 cycloalkyi in the definition of X® are optionally 
independently nnonoor di-substituted with C1-C4 alkyI, hydroxy, C1-C4 alkoxy, carboxyl, CONH2, - 
S0m(CrC6 alkyi). carboxylate (CrC4alkyl) ester, or 1 H-tetrazol-5-yl; or 

when there are two X® groups on one atom and both X® are independently CrCe alkyI, the two C^Ce 

alkyI groups may be optionally joined, and together with the atom to which the two X^ groups are 

attached, form a 4- to 9- membered ring optionally having oxygen, sulfur, or NX^ as a ring member, 

wherein X^ is hydrogen or d-Ce alkyI optionally substituted with hydroxy; 

m for each occurrence is independently 0. 1 , or 2; with the provisos that: 

X® and X^^ cannot be hydrogen when attached to CO or SO2 in the form COX®, COX^^ SO2X® or 

S02X^^; and 

when is a bond then L is NX^ and each r in the definition -(CH2)rL-(CH2)r is independently 2 or 3, 

18. (Currently amended) A pharmaceutical composition according to claim 47 13 wherein said 
growth hormone secretagogue is 

2-amino-N-(2-(3a-(R)-benzyl-2-methyl-3-oxo-2,3,3a,4,6.7-hexahydro-pyrazolo-I4,3-c]pyridin-5-yl)-1- 
{R)-benzyloxymethyl-2-oxo-ethyl)-isobutyramide; 

2-amino-N-(1-(R)-(2,4-difluoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3a-(R)-pyridin-2-ylmethyl)-2-(2,2,2- 

trifluoro-ethyl)-2,3,3a.4,6,7-hexahydro-pyrazo!o-[4,3-c]pyridin-5-yl)-ethyl)-2-methyl-propionamlde; 

2-amino-N-{1(R)-benzyloxymethy!-2-[1,3-dioxo-8a(S)-pyridin-2-ylmethyl-2-(2,2,2-trifIuoro-ethyl)- 

hexahydro-imidazo[1,5-a]pyrazin-7-y!]-2-oxo-ethyl}-2-methyl-propionamide; 

N-(1 (R)-((1 ,2-dihydro-1 -methanesulfonyl-spiro(3H-indole-3,4'-piperidin)-1 '-yl)carbonyl)-2- 

(phenylmethyl oxy)ethyl)-2-amino-2-methyl-propanamide; or 

a prodrug of any of these compounds, or a pharmaceutically acceptable salt of any of these 
compounds or prodrugs. 

19. (Original) A pharmaceutical composition according to claim 18 wherein said corticotropin 
releasing factor antagonist is 4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridine and 
said growth hormone secretagogue is 2-amino-N-[2-(3a(R)-benzyl-2-methyl-3-oxo-2.3,3a,4,6,7- 
hexahydro-pyra2olo-[4,3-c]pyridin-5-yl)-1(R)-benzyloxymethyl-2-oxo-ethyl]-isobutyramide, 

20. (Original) A pharmaceutical composition according to claim 18 wherein said corticotropin 
releasing factor antagonist is 4-(1 -ethyl- propoxy)-3,6-dimethyl -2-(2,4.6-trimethylphenoxy)-pyridine 
and said growth hormone secretagogue is 2-amino-N-(1(R)-(2,4-difluoro-ben2yloxymethy!)-2-oxo-2- 



US ERS\DCX:S\Ij\2 1 952\LPAED\4l£9yO 1 1 . DOC / 2 1 2902 



-50- 



Patent Application 
Attorney Docket No.PC10148A 

(3-oxo-3a(R)-(pyridin-2-ylmethyl)-2-(2,2,2-trifluoro-ethyl)-2.3,3a,4,6J-hexah^^ 
c]pyridin-5-yl)-ethyl)-2-methyl-propionamide. 

21 . (Original) A pharmaceutical composition according to claim 18 wherein said corticotropin 
releasing factor antagonist is (3,6-dimethyl-2-(2.4,6-trimethyl-phenoxy)-pyridin-4-ylH1 -ethyl- propyl)-a 
mine and said growth honnone secretagogue is 2-amino-N-[2-(3a(R)-ben2yl-2-methyl-3-oxo- 
2,3,3a,4,67-hexahydro-pyrazolo-[4.3-c]pyridin-5-yl)-1(R)-ben2yloxymethyl-2-oxo-ethyl]-isobut^^ 

22. (Original) A pharmaceutical composition according to claim 18 wherein said corticotropin 
releasing factor antagonist is (3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl)-(1-ethyl-propyl)- 
amine and said growth hormone secretagogue is 2-15 amino-N-(1(R)-(2,4-difIuoro-ben2yloxymethyl)- 
2-oxo-2-(3-oxo-3a(R)-(pyridin-2-ylmethyl)-2-(2,2,2-trifluoro-ethyl)-2,3,3a.4,6.7-hexahydro-pyrazolo- 
[4,3-c]pyridin-5-yl)-ethyl)-2-methyl-propionamide. 

23. (Withdrawn) A method for treating or preventing osteoporosis or frailty associated with aging 
or obesity, said method comprising administering to a human or other animal an amount of a 
pharmaceutical composition according to claim 1, which is effective in treating or preventing 
osteoporosis or frailty associated with aging or obesity. 

24. (Withdrawn) A method for treating or preventing a cardiovascular or heart related disease, 
said method comprising administering to a human or other animal an amount of a pharmaceutical 
composition according to claim 1 , which is effective in treating or preventing the cardiovascular or 
heart related disease. 

25. (Withdrawn) A method according to claim 24 wherein the cardiovascular or heart related 
disease is hypertension, tachycardia, or congestive heart failure. 

26. (Withdrawn) A method for accelerating bone fracture repair, attenuating protein catabolic 
response after a major operation, reducing cachexia and protein loss due to chronic illness, 
accelerating wound healing, or accelerating the recovery of burn patients or of patients having 
undergone major surgery, said method comprising administering to a human or other animal an 
amount of a pharmaceutical composition according to claim 1 , which is effective in accelerating bone 
fracture repair, attenuating protein catabolic response after a major operation, reducing cachexia and 
protein loss due to chronic illness, accelerating wound healing, or accelerating the recovery of burn 
patients or of patients having undergone major surgery. 

27. (Withdrawn) A method for treating or preventing osteoporosis, frailty associated with aging or 
obesity, cardiovascular or heart related disease, for accelerating bone fracture repair, attenuating 
protein catabolic response after a major operation, reducing cachexia and protein loss due to chronic 
illness, accelerating wound healing, or accelerating the recovery of burn patients or of patients having 
undergone major surgery, said method comprising administering to a human or other animal an 
amount of a corticotropin releasing factor antagonist and an amount of a growth hormone 
secretagogue or growth hormone. 

28. (Withdrawn) The method of claim 27 wherein said corticotropin releasing factor antagonist 
and said growth hormone secretagogue or growth hormone are administered simultaneously or in a 
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specifically timed manner. 

29. (Withdrawn) A kit comprising: 

a. an amount of a corticotropin releasing factor antagonist, in a first unit 

dosage form; 

b. an amount of a growth hormone secretagogue or growth hormone, in a 
second unit dosage form; and 

c. a container. 

30. (Currently amended) A kit comprising: 

a. an amount of a corticotropin releasing factor antagonist as defined in claim 

13, in a first unit dosage form; 

b. an amount of a growth hormone secretagogue or growth hormone as 
defined in Claim 4 . in a second unit dosage form; and 

c. a container. 

31 . (Currently amended) A kit comprising: 

a. an amount of a corticotropin releasing factor antagonist as defined in claim 

14, in a first unit dosage form; 

b. an amount of a growth hormone secretagogue or growth hormone as 
defined in Claim 4 . in a second unit dosage form; and 

c. a container. 

32. (Withdrawn) A kit comprising: 

a, an amount of a corticotropin releasing factor antagonist, in a first unit 

dosage form; 

b, an amount of a growth hormone secretagogue as defined in claim 15, in a 
second unit dosage form; and 

c, a container. 

33. (Currently amended) A kit according to claim 28 30 wherein said corticotropin releasing factor 
antagonist is 4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridine or [3,6-dimethyl-2- 
(2,4,6-dimethyl-phenoxy)-pyridin-4-yl]-(1-ethyl-propyl)-amine, and said growth hormone secretagogue 
is 2-amino-N-[2-(3a(R)-benzyl-2-methyl-3-oxo-2,3,3a,4,6,7-hexahydro-pyra2olo-[4,3-c]pyridin-5-yl)-1 
(R)-benzyloxymethyl-2-oxo-ethyl]-isobutyramide or 2-amino-N-(1-(R)-(2,4-difluoro-benzyloxymethyl)- 
2-oxo-2-(3-oxo-3a-(R)-pyridin-2-ylmethyl)-2-(2,2,2-trifluoro-ethyl)-2,3,3a,4,6,7-hexahydro-pyrazolo- 
[4,3-c]pyridin-5-yl)-ethyl)-2-methyl-propionamide. 

34. (Withdrawn) A kit, comprising 

a. a pharmaceutical composition, comprising an amount of a growth 
hormone or growth hormone secretagogue; 

b. a package containing the above composition; and 

c. a package insert that may be integral with said package; 
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wherein it is stated on the pacl<age insert that the pharmaceutical composition is to be 
administered simultaneously or in a specifically timed manner with a pharmaceutical composition 

containing at least one corticotropin releasing factor antagonist. 
35. (Withdrawn) A kit, comprising 

a. a pharmaceutical composition, comprising an amount of a corticotropin 
releasing factor antagonist; 

b. a package containing the above composition; and 

c. a package insert that may be integral with said package; wherein it is 
stated on the package insert that the pharmaceutical composition is to be administered 
simultaneously or in a specifically timed manner with a pharmaceutical composition containing at 
least one growth hormone or growth hormone secretagogue. 
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